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NE of the synthetic analogues of epinephrine 

—1-(3 , 4 -dihydroxyphenyl)-2-isopropylami- 
noethanol — has been studied under the name of 
aleudrin for a number of years in Europe. The ex- 
perimental and clinical use of this drug in bron- 
chial asthma and emphysema has been reviewed 
by Dautrebande,' and a report has been published 
in this country by Charlier.2 The drug, adminis- 
tered as an aerosol, has been described as being 
especially effective in relieving attacks of bronchial 
asthma and significantly more active than epineph- 
rine. 

In this country Segal* has reported excellent re- 
sults in the treatment of bronchial asthma with the 
same preparation, also called isuprel, and Siegmund 
et al.‘ found this drug to be the most active 
of a number of structurally related compounds in a 
study in guinea pigs using histamine and horse 
serum. 

We have had occasion to observe the efficacy of 
isuprel in asthmatic patients in the outpatient 
clinic, among private patients on the hospital wards 
and also in association with experimental studies 
involving the induction of asthma-like attacks with 
histamine, acetyl-beta-methyl choline (metha- 
choline) and certain allergenic extracts. 


MaTeERIALs AND METHODS 


Methacholine was injected intramuscularly in 
a concentration of 10 mg. per cubic centimeter, 
and histamine acid phosphate was injected intra- 
venously in a concentration of 0.2 mg. per cubic 
centimeter. Allergenic extracts were prepared in 
phosphate buffer at a reaction of pH 7.4 containing 
0.5 per cent phenol in a concentration of 1:20 by 
weight of dry pollen. 


*Associate professor of medicine, Boston University School of Medicine; 
member, Robert Dawson Evans Memorial, and director, Allergy Clinic, 
Massachusetts Memorial Hospitals. 
_ tAssociate professor of medicine, Georgetown University School of Medi- 
cine; physician-in-charge, Diagnostic Service, and visiting physician, 
Georgetown University Hospital; formerly, assistant professor of medi- 
cine, Boston University School of Medicine; assistant member, Robert 
Dawson Evans Memorial, Massachusetts Memorial Hospitals. 

tInstructor in medicine, Boston University School of Medicine; mem- 
ber, Allergy Clinic, Massachusetts Memorial Hospitals. 


Isuprel§ was made available to us as a solution 
for administration by aerosol in a concentration of 1 
and 0.5 per cent, in a concentration of 0.02 and0.01 
per cent for injection, and in tablets containing 10 
mg. for sublingual administration. The effectiveness 
of these preparations in relieving the signs and 
symptoms in asthmatic subjects was studied by 
the following methods: 


Asthmatic subjects using this agent were 
observed for relief of asthma on the hospital 
wards or at home. The effectiveness of treatment 
was judged chiefly by statements made by the 
patients and to a lesser extent by changes in 
physical signs. The use of other preparations was 
not specifically discouraged, and there were fre- 
quent cases in which the efficacy of isuprel could 
be compared with that of other agents with which 
the patient was familiar. 

Subjects with asthma were observed in the 
laboratory during spontaneous attacks, and 
changes in vital capacity and physical signs, as 
well as the degree of subjective relief, were 
observed after the administration of isuprel. 

Similar observations were made in asthma- 
like attacks induced by exposure to aerosolized 
allergenic extracts, histamine and methacholine 
and by injections of histamine and methacholine 
according to technics that have been described 
elsewhere.* 


The vaponephrin nebulizer or the No. 40 
DeVilbiss nebulizer was used with a hand bulb by 
patients treating their asthmatic attacks outside 
the hospital, and these nebulizers supplied with 
pressure from an oxygen tank with the flow meter 
adjusted to read 6 to 8 liters per minute were also 
used on the ward and in the laboratory. Although 
the No. 40 DeVilbiss nebulizer may be somewhat 
less efficient than the vaponephrin nebulizer,’ we 
observed no difference between the two types in 
our studies. 

§Kindly supplied by Winthrop-Stearns, Incorporated, Boston. 
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During administration of the various aérosols 
used in this study, patients were instructed to 
exhale forcibly, then to make a maximum inhala- 
tion and finally to hold their breath for a few 
seconds before exhaling. Vital-capacity measure- 
ments were made in the usual manner, and tracings 
of the expiratory curves were made on a moving 
drum. Care was taken to ensure maximum effort 
on the part of the patient. Maximum ventilatory 
volume was determined by the method of Hermann- 
sen, which has been discussed in detail by Cour- 
nand, Richards and Darling.* A 9-liter Benedict— 
Roth type of metabolism apparatus was used, 
equipped with special low-resistance valves and 
with the container for soda lime removed. Com- 
putation of results was simplified by the addition 
to the machine of a recording ventilometer that 
measured inspiratory volume only. A maximum 
ventilatory effort was made for fifteen seconds with 
the patient choosing his own rate and depth of res- 
pirations. Normal values for this method are 
approximately 150 liters per minute for male and 
100 liters per minute for female subjects. 


REsULTs 


Clinical Use of Isuprel 


Thirty asthmatic patients were supplied with 
isuprel in a concentration of 0.5 percent to be 
administered with a hand nebulizer at home. Ten 
of the 30 patients using the drug at home obtained 
excellent relief, 14 obtained good relief, 3 obtained 
fair relief, and 3 obtained practically no relief. 

Ten of these 14 patients classified as having 
received good relief with isuprel stated that this 
was true only when the attacks of asthma were 
not severe. While under our observation and using 
isuprel at home, 7 of these patients developed severe 
asthma and required hospitalization. In this group 
3 other patients, although they were not hospital- 
ized, developed severe asthma with no benefit from 
isuprel and had to be treated by other measures. 
We could not determine why these changes 
occurred, but the severity of the asthma may have 
been the determining factor. 

In addition to the 7 patients who had been using 
isuprel at home before hospitalization, there were 
5 patients with severe asthma who received isuprel 
for the first time in the hospital. Of these 12 
patients, 10 required, in addition to isuprel, intra- 
venous injections of aminophylline, repeated doses 
of sedatives including demerol, infusions of glucose 
and saline solution, epinephrine and in some cases 
oxygen with or without helium. 

The patients were not encouraged to continue 
using isuprel when repeated administration gave 
only very brief and incomplete relief. We are aware 
that much more intensive and prolonged adminis- 
tration of isuprel aerosol has been reported to be 
successful under these circumstances. When con- 
tinued administration failed to produce subjective 
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or objective improvement in the asthma of Our 
patients, we abandoned this method of treatment 
and relied upon the procedures mentioned aboye 
Patients in whom isuprel aerosol had become es 
effective in relieving the more severe attacks of 
asthma frequently found that relief with isupre] 
was obtained from milder attacks occurring gyb, 
sequently. 

Two patients with severe asthma died unexpect. 
edly. The cause of death appeared to be asthma. 
We were unable to determine what part, if any 
isuprel played in these cases. They are presented 
in detail below. 


Case REPpoRTsS 


Case 1. A 22-year-old married woman, 6 months preg- 
nant, had been admitted to the Massachusetts Memorial 
Hospitals five times between March and July, 1947, because 
of severe bronchial asthma. Since early childhood she had 
suffered with hay fever in the summer and autumn. At the 
age of 12, during the ragweed season, she had her first attack 
of asthma, after which she had asthma perennially, with 
aggravation of symptoms during the pollinating seasons. 
On several occasions skin tests had shown positive reactions 
to cat hair, ragweed, birch, oak, grasses, beef, lobster and 
walnuts. Over the course of years she had used ephedrine 
epinephrine, aminophylline, potassium iodide bar. 
biturates. She had also received injections of pollen extracts, 

Early in 1947, when she was 2 months pregnant, she was 
seen because of a severe attack of asthma and given isuprel 
for the first time, to be used by inhalation. This preparation 
was very satisfactory, and relief lasted from hours to days, 
Weeks later, however, as the attacks of asthma became more 
continuous and severe, isuprel became less effective, produc- 
ing relief lasting only minutes. The patient also failed to 
respond to repeated large doses of epinephrine and 
responded only to aminophylline given intravenously, 
Finally, relief obtained by intravenous injection of amino- 
phylline was incomplete and transitory, and she was hos- 
pitalized on June 9, 1947. 

Physical examination was not remarkable, except for mod- 
erate respiratory distress with a nonproductive cough, 
wheezes throughout both lung fields and a palpable uterus at 
the level of the umbilicus. 

The blood Hinton reaction was negative, and there was 
no anemia. Examination of the blood revealed a white-cell 
count of 12,700, with 9 per cent eosinophils. 

The asthma was controlled with intravenous injections 
of aminophylline, epinephrine administered subcutaneously, 
isuprel by inhalation and barbiturates at bedtime. The 
patient was discharged on July 3. Subsequently, she 
continued to have mild asthma, for which she used isuprel 
repeatedly. 

The patient was last seen on the evening of July 9, when 
she appeared well. Shortly after midnight, because of asthma, 
she gave herself four subcutaneous injections of epinephrine, 
and during the following morning and afternoon additional 
injections of epinephrine were taken, the exact number of 
which is unknown. For sedation during the night of July 9 
she apparently took a total of 0.4 gm. (6 gr.) of nembutal, 
and she may have taken some phenobarbital as well. During 
this time she continued to use isuprel. Her husband saw her 
at noon on July 10, and except for a rapid pulse, he did not 
find cause for alarm. Her mother saw her last about 3:55 
p.-m., when the ‘patient did not appear in any distress. She 
went upstairs, and the mother followed about 5 minutes later 
upon hearing a thud. She found the patient lying on the 
floor, cyanotic, and breathing with great difficulty. She could 
not be aroused. Fifteen minutes later she died. Permission 
for autopsy was not obtained. 


Case 2. A 32-year-old married man was admitted to the 
Massachusetts Memorial Hospitals on April 19, 1947, com- 
plaining of continuous asthma of 2 weeks’ duration. His 
maternal aunt had asthma, and his brother had hay fever. 
He had had hay fever and bronchial asthma in the fall for 
10 years. Treatment with ragweed-pollen extracts had given 
moderately good results. The asthma had been easily con- 
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trolled by small doses of ephedrine or epinephrine by injection. 
Skin tests performed in the fall of 1946 gave positive reactions 
to many pollens, animal danders and foods. One month prior 
to admission to the hospital he developed urticaria, which 
gid not respond to epinephrine or benadryl, but finally 
cleared for no apparent reason. | 

Two weeks prior to admission he began having severe 
attacks of asthma with no response to ephedrine, epinephrine 
or aminophylline. At that time he was given isuprel for in- 
halation, which gave fairly good relief, sometimes lasting 
| or 2 hours. Gradually, however, this preparation became 
less and less effective, and the severity of the asthma in- 
creased so that finally he had to be admitted to the hospital. 

Physical examination revealed a well developed and well 
nourished man in no acute distress who was wheezing moder- 
ately and appeared slightly apprehensive. Wheezes and 
squeaks were heard throughout both lung fields. 
Examination of the blood showed a white-cell count of 
7600, with 67 per cent granulocytes and per cent 
eosinophils. The hematocrit was 48 per cent, and the hemo- 
lobin was 15.7 gm. per 100 cc. The urine was normal, except 
for the slightest possible trace of albumin. X-ray study of the 
chest revealed slight emphysema. 

Because of increasing asthma, the patient received 
repeated injections of epinephrine, which gave little relief. 
He also received aminophylline intravenously, to which he 
responded poorly. Aerosolized isuprel produced slight relief 
for brief periods. The asthma continued to increase in sever- 
ity, and the patient became dyspneic and cyanotic. 

On the 2nd day in the hospital, late in the afternoon, 
he complained of marked shortness of breath, and he was 
apprehensive. He received ether in oil by rectum, but because 
of lack of co-operation less than 30 cc. was given. He became 
comatose and remained so for about 2 hours until suddenly, 
at about 7:00 p.m., he changed color and the respirations 
became gasping in nature. Artificial respiration, as well as 
intracardial injection of epinephrine, was given to no avail, 
The patient was pronounced dead at 7:15 p.m. 

At post-mortem examination* the heart weighed 355 gm. 
The endocardium was not remarkable, except for the anterior 
cusp of the mitral valve, which presented a small rectangular 
plaque of atheroma. The myocardium showed no evidence 
of fibrosis or infarction. The coronary arteries were palpable 
in their proximal few centimeters. There was a moderate 
degree of atheromatous change in the left and right coronar 
arteries and in the proximal few centimeters of their atone 2 
ing branches. The maximum amount of stenosis amounted 
to 50 per cent of the lumen. There was no evidence of coro- 
nary thrombosis or coronary occlusion. 

The lungs together weighed 1760 gm. They were obviously 
bulky and voluminous. Their color was light pinkish yellow, 
with a faint reddish tinge that became more prominent in 
the lower lobes. The consistence of the lungs was quite 
rubbery, and they pitted easily on pressure. Moderate pres- 
sure produced deep pits, which disappeared slowly. Crepita- 
tion was elicited throughout but felt slightly reduced, and 
the normal spongy texture of the lungs was not felt. The 
trachea and bronchi contained a moderate amount of whitish, 
mucoid, very frothy material that did not occlude the lumens. 
The secondary branches of the major bronchi were completely 
occluded by  bright-yellow, purulent, rather tenacious 
material, which formed plugs. In the smaller bronchi the 
plugs became firmer in consistence and assumed a brighter 
yellow appearance. These were found in perhaps half the 
bronchi and small branches in all lobes. On cut surface, the 
color of the parenchyma in all lobes was a light red, with 
tiny pinhead-sized, darker red, mottled patches scattered 
throughout the lobes. The pulmonary arteries were dissected 
and found free from thrombus. 

The microscopical findings of asthma were striking. The 
bronchi and bronchioles showed some or all of the following 
changes. The lumens were partially filled with mucoid 
exudate, in which were embedded numerous desquamated 
epithelial cells, lymphocytes, eosinophils and bacteria. The 
epithelium in situ was often reduced to a layer one cell in 
thickness. Occasional squamous metaplasia was seen. Fre- 
quently, the mucosa was infiltrated with neutrophilic and 
eosinophilic polynuclear leukocytes. The basement mem- 
branes were thickened and hyalinized, and their refractile 
appearance was striking. The submucosa was densely in- 
filtrated with lymphocytes and large mononuclear leukocytes. 

*Performed by Dr. Israel Diamond. 
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Scattered among these cells were many neutrophilic and 
eosinophilic polynuclear leukocytes. “The’ inflammatory in- 
filtrate extended into. the bronchovascular connective tissue 
and very frequently formed,,a collar around small blood 
vessels. The infiltration also extended into the mucous glands 
in the bronchial walls. The glands were numerous and prom- 
inent. In many of the walls, the musele bundles were thick- 
ened and very prominent. The bronchial and bronchiolar 
lumens were never completely occluded by exudate, although 
a few bronchioles were seen that’ were almost occluded by 
masses of eosinophils. No Curschmann spirals or Charcot- 
Leyden crystals were found. 

The atria and alveoli were markedly distended in most 
areas. They were empty, except for an occasional large mono- 
nuclear anthracotic phagocyte or a few red blood cells. Very 
occasional patches of atelectasis were found. The alveolar 
walls were rather diffusely infiltrated with neutrophilic and 
eosinophilic polynuclear leukocytes. 

The elastic-tissue stains showed marked fragmentation of 
elastic fibers in the lamina propria of the bronchi. In a few 
areas, the elastic tissue had disappeared altogether. The 
refractile, thickened basement membranes were striking 
in these preparations. The elastic-fiber proliferation in the 
intima of some of the arterioles and small arteries, with result- 
ing thickening and narrowing of the lumen, was prominent. 
Many of the arteries showed reduplication and fragmentation 
of the elastic laminas. 


Capacity In SPONTANEOUS ASTHMA 


Observations were made in 23 subjects with 
spontaneous asthma. The vital capacity of each 
subject was determined, and any change after in- 
halations of isuprel was observed. An increase in 
vital capacity occurred in every case, and this was 
usually associated with subjective sensations of 
relief. As a rule the physical signs of asthma 
decreased, but in 1 case they increased in spite of 
a rise in vital capacity and a reduction in the sub- 
jective sensation of asthma. In most cases in which 
small increases occurred, the vital capacity was 
close to the maximum vital capacity for the patient, 
as judged by values obtained at periods when no 
asthma was present. One exception was a patient 
who was followed during a period in which her 
symptoms were especially severe. Her maximum 
vital capacity had been observed earlier to be 2700 
cc. On the present occasion her vital capacity was 
1500 cc., and after fifteen inhalations of isuprel, 
it was 1550 cc. The subsequent intravenous injec- 
tion of aminophylline likewise failed to increase 
the vital capacity. 


CoMPARATIVE EFFECTIVENESS OF ISUPREL AND 
OrHer Drucs 


In a few cases there was opportunity to compare 
the efficacy of isuprel administered by inhalation 
with that of epinephrine by inhalation (1:100 solu- 
tion) and injected subcutaneously (1:1000 solution) 
and aminophylline given intravenously. We recog- 
nized the fact that patients may overestimate the 
efficacy of a new preparation when it is first used 
and that some of what follows is perhaps best re- 
garded with this tendency in mind. 

One subject received five inhalations of epineph- 
rine 1:100 with an increase in vital capacity from 
2150 to 2700 cc. A second series of five inhalations 
caused a further rise of only 50 cc. The sub- 
cutaneous administration of 0.3 cc. of epinephrine 
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(1:1000 solution) caused no further increase in vital 
capacity in a period of ten minutes. Five inhala- 
tions of isuprel (1 per cent) then caused an increase 
to 3050, and a second series of five inhalations 
caused a further increase to 3700 cc. 

In another subject receiving isuprel for the first 
time, inhalations of the drug (1 per cent) were given 
repeatedly over a period of thirty minutes. Marked 
relief of asthmatic symptoms occurred — the best 
in many weeks. On the following day the inhala- 
tions were repeated, but epinephrine (1:100 solu- 
tion) was substituted for the isuprel without the 
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by other routes has been limited and is difficult 
to evaluate. 


Revier From Attacks INDUCED By 
ALLERGENIC Extracts 


Observations were made in 9 asthmatic subjects 
in whom asthma-like attacks were induced by ex. 
posure to various aerosolized allergenic extracts 
by inhalation.1°-"” As shown in Table 1, the admin. 
istration of isuprel caused a rapid return of the vital. 
capacity readings toward normal. In some cages 
pyribenzamine or atropine had been given with 


Tasie 1. Effect of Inhalations of Isuprel in Restoring the Vital Capacity after Experimental Reduction by Inhalation 
of Aerosolized Allergenic Extracts. 


Case AGE Sex Maximum ALLERGENIC INTERVAL VITAL INTERVAL No. or Virau 
No. VITAL Extract AFTER Capacity AFTER INHALATIONS Capacity 
Capacity Exposure To AFTER Exposure oF IsupREL AFTER 
Extracts INHALATION IsuPREL INHALATION 
or Extract or Isupret 
yr. ce. min. min. 0.5% ce 
1 42 F 2,700 Birch pollen 23 1400 6 6* 2125 
Oak pollen 60 1300 7 5 2100 
Birch pollen 34 2150 6 10 2600 
Oak pollen 112 2225 112 11 2700 
Oak pollen 72 1900 13 12* 2700 
2 45 2,800 Ragweed pollen 20 1750 1 5 2300 
37 F 2,800 Birch pollen 15 1175 4 10 2225 
Ragweed pollen 124 1900 aA 5 2125 
- 37 F 3,050 Oak pollen 7-67 1100 T 27 2800 
House dust 40 2500 3 5 3150 
Timothy pollen 15 2700 1 5 3050 
5 22 F 3,700 Ragweed pollen 49 3300 A 4 3700 
6 48 M 4,000 House dust 14 3000 1 6 
7 48 F 2,550 House dust 9 900 4 5 2400 
8 38 M 4,500 Birch pollen 17 3650 ly 5 4700 
Ragweed pollen 35 3750 % 5 4450 
Ragweed pollen 27 3650 6 5 4300 
Oak pollen 17 3500 1 5 
. Ash pollen 20 3700 5 5 4100 
9 15 M 3,100 House dust 9 1700 4 6 2650 


*1 per cent isuprel solution administered. 
fInhalations of isuprel given over a period of 52 minutes. 


patient’s knowledge. Little relief occurred, and the 
patient was greatly disappointed. On the third 
day isuprel was again given, with excellent relief. 
No vital-capacity studies were made in this patient. 

Although most patients who used both epineph- 
rine and isuprel as aerosols stated that the latter 
was consistently superior, 4 patients stated that 
epinephrine was as good as isuprel or better, after 
having had considerable experience with both. The 
epinephrine preparation used in some cases was 
a proprietary product containing the drug in a con- 
centration of 2 per cent. 


Aminophylline 


On numerous occasions patients who were 
admitted to the hospital for treatment of asthma 
received both isuprel by inhalation and aminophyl- 
line intravenously in doses of 0.25 or 0.48 gm. 
Although no studies of vital capacity were made, 
the very definite impression was obtained that 
aminophylline injected intravenously was superior 
to isuprel for the treatment of severe asthma. Sub- 
jective relief was not only greater but also more 
prolonged. Experience with aminophylline given 


a view to possible protection of the patient from the 
expected decrease in vital capacity or in an attempt 
to restore the vital capacity after this had been 
reduced by exposure to an aerosolized pollen 
extract. Isuprel was effective in every case but l, 
whereas intravenously administered atropine was 
without influence or had a very slight effect and 
intravenously administered pyribenzamine rarely 
influenced the vital capacity under the circum- 
stances of the test. Interpretation of results 
obtained with tests of this kind is complicated by 
the tendency of the vital capacity to return toward 
normal without any treatment. However, inspec- 
tion of the records obtained in these experiments 
afforded convincing evidence that inhalation of 
isuprel was chiefly responsible for the observed 
rapid increases in vital capacity. 


Errect oF IsupREL IN PREVENTING THE REDUC 

TION IN ViTAL CaPAcITY AND ASTHMA-LIKE ATTACKS 

DUE TO PARENTERALLY ADMINISTERED HISTAMINE 
AND METHACHOLINE 


Experiments were carried out in which the effect 
of isuprel administered parenterally on two occa- 
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sions and by aerosol on another occasion was 
observed for evidence of any resulting change in 
the subjects’ susceptibility to injected histamine 
or methacholine as determined by changes in vital 
capacity.** 

In 1 subject the resting vital capacity was 3072 
cc. and the intravenous injection of 0.02 mg. of 
histamine base produced an asthma-like attack 
with a reduction of 952 cc. in the vital capacity. 
This type of response occurs in the great majority 
of asthmatic subjects. In twenty minutes the 
attack disappeared, and the vital capacity was 
3062 cc. A dose of 0.1 mg. of isuprel was then given 
intramuscularly, and within two minutes the pulse 
was bounding and the rate had increased from 80 
to 120 per minute. Marked nervousness, palpita- 
tion and faintness were experienced, but these 
symptoms disappeared within ten minutes, and 
at this time the vital capacity measured 3103 cc. 
A second injection of 0.02 mg. of histamine base 
produced no subjective or objective signs or 
symptoms in the chest, and the vital capacity was 
not reduced. However, other systemic effects of 
histamine, such as the gaseous taste in the mouth, 
flushing and headache, were not prevented by 
administration of isuprel. A third injection of 0.02 
mg. of histamine base thirty minutes after isuprel 
induced slight wheezing in the chest, with a reduc- 
tion of 920 cc. in the vital capacity. It was apparent 
that isuprel blocked the action of histamine in a 
manner similar to that of epinephrine,” but 
its action was short-lived. In this subject 0.1 mg. 
of epinephrine produced no side effects and com- 
pletely blocked the respiratory effects of 0.02 mg. 
of histamine base after thirty minutes, and some 
histamine-blocking effect was still demonstrable 
after sixty minutes. 

In another subject, with a resting vital capacity 
of 4253 cc., the intramuscular injection of 6 mg. of 
methacholine induced an asthma-like attack, with 
a fall of 1003 cc. in the vital capacity. In fifteen 
minutes the attack had abated and 0.06 mg. of isu- 
prel given intramuscularly was followed in a few 
minutes by palpitation, a rise in pulse rate to 170 
per minute and a fall in blood pressure to 70 systolic, 
60 diastolic, from the previous level of 120 systolic, 
80 diastolic. Eight minutes after the administra- 
tion of isuprel the vital capacity was 4128 cc. A 
second intramuscular injection of 6 mg. of metha- 
choline produced no subjective or objective changes 
in the chest, nor was there a significant reduction 
in vital capacity. However, when the dose of 
methacholine was repeated thirty minutes after 
the administration of isuprel, the reaction produced 
was similar to that before the isuprel had been 
given. Thus, as in the previous case with his- 
tamine, the blocking action of isuprel against 
methacholine was lost within thirty minutes of the 
administration of isuprel. 
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In a third experiment, the subject came to the 
laboratory with a spontaneous attack of asthma. 
Four vital-capacity tests averaged 2633 cc. In a 
period of thirty-eight minutes twenty-four inhala- 
tions of isuprel were administered without any side 
effects, and the vital capacity increased to 3688 cc. 
At this time 0.02 mg. of histamine base given intra- 
venously caused a slight decrease in the vital ca- 
pacity, and fifteen minutes later 3 mg. of metha- 
choline given intramuscularly produced no reduction 
in vital capacity (Fig. 1). In previous studies in this 


VITAL CAPACITY 


TIME 


Figure 1. Effect of Isuprel Aerosol on the Pulmonary 
Response to Methacholine and Histamine. 


The curves with the open circles show the effect of injected his- 
tamine base and methacholine on the vital capacity. On another 
occasion, when twenty-four inhalations of isuprel (1:100 solu- 
tion) had been given for relief of asthma, the tests were repeated, 
with the results shown by the curves with solid circles. The time 
is given in minutes elapsed after the administration of histamine 
and methacholine. 


subject the same doses of histamine and metha- 
choline caused pronounced reductions in the vital 
capacity. 

These studies, though few in number, indicate 
that isuprel furnishes potent protection against 
the reduction in vital capacity and asthma-like 
attacks induced by the parenteral administration 
of histamine and methacholine. Our experience 
with the intramuscular use of isuprel is obviously 
limited, but the short-lived protection afforded 
against histamine and methacholine together, with 
the degree of side reactions produced by the drug 
as compared to intramuscular injections of epineph- 
rine, discouraged us from further studies. 


SUBLINGUAL ADMINISTRATION OF IsUPREL 


Our experience with the sublingual use of isuprel 
is limited to observations in 13 patients receiving 
the drug by this route for relief of symptoms at 
home and in 2 subjects studied in the laboratory. 

Patients receiving tablets of isuprel sublingually 
at home were instructed to take one tablet contain- 
ing 10 mg. at thirty-minute intervals until relief 
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had occurred or until four tablets had been taken 
in any one day. Of these 13 patients, 3 who were 
suffering from mild asthma stated that they had 
obtained excellent relief after taking one or two 
tablets. Five patients had asthma of moderate 
severity, and of these, 2 stated that the drug was 
without effect and the remaining 3 obtained relief 
of very short duration even with doses as large as 
50 mg. in two hours. The 5 remaining patients 
who had severe asthma denied benefit with similar 
doses. 

Two patients with spontaneous asthma were stud- 
ied in the laboratory. One subject arrived in a mild 
attack of asthma with an average vital capacity 
of 2289 cc. and a maximal ventilatory volume 
(M.V.V.) measuring 33.4 liters per minute. The 
pulse rate was 66 per minute. A 10-mg. tablet of 
isuprel was given sublingually, and in ten minutes 
the pulse rate was 72 and the M.V.V. 37.6 liters 
per minute. Again, two 10-mg. tablets were given, 
and ten minutes later the M.V.V. was 48.0 liters 
per minute, with a pulse rate of 88 per minute. 
Thus, in a period of forty-eight minutes during 
which 50 mg. of isuprel was administered by the 
sublingual route no side reactions were experienced, 
the pulse rate increased from 66 to 88 per minute 
and the M.V.V. increased 14.1 liters per minute. 
Subjective relief of the asthma was also experienced. 
At the end of this period twelve inhalations 
of isuprel were followed by an increase in M.V.V. 
to 54.3 liters per minute and the vital capacity was 
2874 cc. 

In the other subject, spontaneous asthma was 
present and the M.V.V. measured 45.0 liters and 
the pulse 120 per minute. At ten-minute intervals 
a tablet containing 10 mg. of isuprel was placed 
under the tongue until 70 mg. had been given. The 
pulse rate gradually decreased to. 104 per minute, 
and the M.V.V. increased to 65.8 liters per minute. 
When eight inhalations of isuprel were given, how- 
ever, there was a rapid increase in M.V.V. to 75.2 


_liters per minute within ten minutes. 


These two experiments suggest that isuprel was 
not very effective when administered by the sub- 
lingual route, except perhaps with large doses. No 
side reactions were experienced with doses of 50 
and 70 mg. respectively despite the fact that pal- 
pitation and tachycardia were noted after intra- 
muscular doses of the drug as low as 0.1 mg. We 
recognize the possibility that the physical charac- 
teristics of the sublingual tablets and the success 
patients may have in preventing themselves from 
swaliowing while holding the tablet under the 
tongue are important factors in the results obtained 
in studies of this kind. 


Sipe Errects 


Administration by Aerosol 


Only 2 patients in this series of 30 asthmatic 
subjects experienced symptoms that might reason- 
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ably be attributed to inhalation of isuprel. In each 
case nervousness, tachycardia and palpitation were 
experienced, lasting only a few minutes. In 1] Case 
this followed fifteen inhalations of isuprel (1:100 
solution), and in the other, these symptoms fol. 
lowed repeated groups of five to ten inhalations 
of isuprel (1:200 solution) at short intervals. Both 
patients used isuprel on other occasions without 


difficulty. 


Sublingual Administration 


No side reactions other than a bitter taste were 
observed in the 15 patients receiving tablets cop. 
taining 10 mg. of isuprel in amounts up to 70 mg, 
within a period of an hour or more. A normal sub 
ject receiving one 10-mg. tablet sublingually experi. 
enced flushing and headache with slight malaise 
lasting about an hour. 


Parenteral Administration 


In 5 cases in which isuprel was given subcuta- 
neously or intramuscularly, 2 of which were de- 
scribed above, side reactions were observed. These 
were tachycardia, palpitation and nervousness in 
all cases, a fall in blood pressure in 1 case and pallor, 
nausea and a rise in blood pressure in another, 
These reactions were not associated with any change 
in the lung that could not have been readily 
obtained with isuprel administered by aerosol or 
with other agents causing fewer or no side effects, 


SUMMARY 


Isuprel, 1-(3’, 4’-dihydroxyphenyl)-2-isopropyl- 
aminoethanol, was administered to asthmatic sub- 
jects in the outpatient clinic, on the wards and in 
the laboratory. In most cases the drug was given 
as an aerosol, but some observations were made 
in which the drug was given by the sublingual and 
subcutaneous. routes. 

The drug given as an aerosol was very effective 
in relieving mild or moderately severe asthma and 
appears to be the most effective agent available 
for self-medication. However, in severe and pro- 
longed attacks of asthma, the drug was far less satis- 
factory. In certain cases other medications, pat- 
ticularly intravenously administered aminophyl 
line, were required. With recovery, isuprel was 
again effective in the control of milder attacks. 
Side effects were uncommon with the doses used 
in the study. 


REFERENCES 


1. Dautrebande, L. Aérosols médicamenteux: technique — physiologie — 
thérapeutique. 207 pp. Paris: Masson et Cie, 1946, 

2. Charlier, R. Therapeutic studies in bronchial asthma with aerosols 
of aleudrin. M. Times 75:277-286, 1947. 

3. Segal, M. S., and Beakey, J. F. The use of isuprel for the management 
of bronchial asthma. Bull. New Eng. M. Center 9:62-67, 1947. 

4, Siegmund, O. H., Granger, H. R., and Lands, A. M. Bronchodilator 
action of compounds structurally related to epinephrine. 
Pharmacol. &§ Exper. Therap. 90:254-259, 1947. 


{ 
6. Id 
g. C 
9. B 
by 
| 
| 
| 
| 


Vol. 240 No. 2 
G Action of histamine on respiratory tract in normal and 
Curry subjects. J. Clin, Investigation 25:785-791, 1946. 


6. Idem. Comparative action of acetyl-beta-methyl choline and 
histamine on respiratory tract in normals, patients with hay fever, 
and subjects with bronchial asthma. J. Clin. Investigation 


, H. A. Principles and practice of aerosol therapy of lungs 

brozchi- Ann. Allergy 4:440-456, 1946. 
§ Cournand, A., Richards, D. W., Jr., and Darling, R. C. Graphic trac- 
* ings of respiration in study of pulmonary disease. Am. Rev. Tuberc. 


40:487-516, 1939. 
9, Reichert, P. Recording ventilometer. J. Aviation Med. 7:169-171, 


CONGENITAL ANEURYSM — DOTTER AND STEINBERG 51 


10. Lowell, F. C., and Schiller, I. W. Reduction in vital capacity of asth- 


matic subjects fcllowing exposure to aerosolized pollen extracts, 
Science 105:317, 1947. 

1. Schiller, I. W., and Lowell, F. C. Effect of drugs in modifying response 
of asthmatic subjects te inhalation of pollen extracts as determined 
by vital capacity measurements. Ann. Allergy 5:564-566, 1947. 


12. Lowell, F. C., and Schiller, I. W. Measurements of changes in vital 


capacity as means of detecting pulmonary reactions to inhaled 
aerosolized allergenic extracts in asthmatic subjects. J. Allergy 
19:100-107, 1948. 

3. Curry, J. J. Effect of antihistaminic substances and other drugs on 
histamine bronchoconstriction in asthmatic subjects. J. Clin. In- 
vestigation 25:792-799, 1946. 


THE DIAGNOSIS OF CONGENITAL ANEURYSM OF THE PULMONARY ARTERY* 


Report of Two Cases 


Cuartes T. Dotter, M.D.,t Israet SternBerc, M.D.t 


NEW YORK CITY 


HE literature is filled with accounts of dilata- 
tions or aneurysms of the pulmonary artery. 
Notable reviews of the literature have been written 
by Brenner,! Boyd and McGavack? and, recently, 


Case 1. Conventional Roentgenogram (Frontal 
Projection). 
Note the prominent area of density in the left hilar region. 


Ficure l. 


Deterling and Clagett.2 Among the factors com- 
monly accepted as causes of pulmonary-artery 
dilatation and aneurysm are infectious processes 


_*From the Department of Radiology, The New York Hospital—Cornell 
University Medical Center. 
_ This investigation was aided by a grant from the Schering Corpora- 
tion, manufacturers of Neo-lopax (75 per cent). 
tInstructor in medicine, Cornell University Medical College; assistant 
resident in radiology, The New York Hospital-Cornell University Medical 
enter. 
tInstructor in medicine and instructor in radiology (angiocardiography), 
Cornell University Medical College; assistant attending — radiologist 
(angiocardiography), The New York Hospital-Cornell University Medical 
nter. 


(such as syphilis and mycotic infection), congenital 
defects causing secondary dilatation (septal pa- 
tency, patent ductus arteriosus, pulmonic stenosis, 
transposition of the great vessels and other less 
common lesions), rheumatic mitral stenosis, a va- 
riety of chronic pulmonary diseases that may cause 


Ficure 2. Case 1. Angiocardiogram (Frontal Projection 


Three Seconds after Injection). 


Note that the left hilar shadow is opacified and shown to be a 
markedly dilated main-stem pulmonary artery and its left 


branch. 


pulmonary hypertension, thoracic deformities, car- 


diac failure and possibly trauma. 


By our definition,’ congenital pulmonary-artery 
aneurysm is an organic, localized or diffuse aneurys- 
mal dilatation of the pulmonary artery that can- 
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not be accounted for by any of the known causes of 
pulmonary-artery dilatation. In a given case, the 
diagnosis cannot be entertained until these factors 
can be excluded. Many of the cases cited in the 
literature as aneurysms of the pulmonary artery 
are associated with such factors, and cannot be 


Ficure 3. Case 1. Angiocardiogram (Left Lateral Projection 
Three Seconds after the Beginning of Injection). 


Superior vena cava, right atrium and superimposed right ven- 
tricle, pulmonary artery and left branch are well shown. Note 
the aneurysmal dilatation of the main stem and left pulmonary 
artery. 


considered to represent congenital conditions. It is 
difficult to state the dividing line between simple 
and aneurysmal dilatation of a vessel. Since his- 
tologic examination cannot be made during life, 
and since the vessel wall in congenital aneurysm of 
the pulmonary artery would probably resemble the 
normal structure histologically, size remains the 
most effective criterion. For practical purposes, 
we refer to a major diffuse dilatation of an artery 
as aneurysmal. If the-dilatation is sharply localized, 
it is referred to as an aneurysm. 

Simple isolated aneurysmal dilatation of the pul- 
monary artery has been called “idiopathic.’’*: 5 
Actually, it is no more idiopathic than a septal 
defect in that both conditions are true congenital 
malformations. Angiocardiography has made it 
possible to delineate pulmonary-artery lesions ac- 
curately and to exclude many of the more fre- 
quently encountered causes of dilatation.6 An 
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angiocardiographic study of the normal pulmona 
artery has made possible the more accurate evalua. 
tion of abnormal findings.’ Over a period of eleven 
years, angiocardiographic visualizations on more 
than 650 patients have been accomplished. Of these 
cases, the clinical and roentgenologic features of 
2 allow their classification as congenital pulmonary. 
artery aneurysms. 


Case REPORTS 


Case 1. A 34-year-old truckman was referred for angio. 
cardiography in 1941 because of a prominence at the left 
hilus seen in a routine preinduction chest roentgenogram 
The past and family histories were unremarkable; birth 
and development had been entirely normal. At the time of 
examination he was employed as a truckman and experienced 
no difficulty in doing manual labor. He recalled that he 
had been refused a job at the age of 22 because a chest film 
had shown “something around the heart.” There was no 
history of rheumatic fever, and venereal disease was denied, 

Physical examination revealed a well developed map 
whose only significant findings included an accentuated 
pulmonic second sound, a systolic murmur at the third left 


Bary. 


# 


Figure 4. Case 2. Conventional Roentgenogram (Frontal 
Projection). 
Note the prominent left hilar shadow, which was erroneously 


interpreted as enlarged hilar lymph nodes. 


interspace and in the pulmonic area, and a basal diastoli¢ 
murmur. The blood pressure was 120/80. Laboratory study, 
including a complete blood count and Wassermann examina- 
tion, was negative. 

A conventional roentgenogram of the chest (Fig. 1) showed 
a marked bulge of the pulmonary-artery segment on frontal 
projection that fluoroscopy disclosed to have an expansile 
systolic pulsation. On lateral projection, a rounded area of 
density was seen in the midst of the hilar shadows. The 
lung fields were clear, and the heart was not enlarged. _ 

Angiocardiography (Fig. 2 and 3) revealed the opacifica- 
tion of an aneurysmal dilatation of the main-stem pulmonary 
artery and its left main branch. This measured 62 mm. In 
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test superoinferior dimension, and was best seen in the 
rojection. The remainder of the visualization was 
unremarkable. There was no evidence of septal 
defect, patent ductus arteriosus, pulmonic stenosis or other 
congenital cardiac abnormality. The patient continues to be 


asymptomatic. 


Case 2. A 50-year-old housewife with an otherwise un- 
remarkable past history was thought to have had tuberculous 
cervical lymphadenitis at the age of 44, evidenced by a pain- 
less swelling beneath the left mandible, which disappeared 
after the aspiration of sterile white fluid containing a moderate 
number of leukocytes. Culture for tubercle bacilli was nega- 
tive. At that time x-ray examination of the lung fields was 
negative, but a prominence in the left hilus was interpreted 
as tuberculous hilar lymphadenopathy. Over a 6-year period 
there was no detectable change in the appearance of the left 
hilar shadow, and angiocardiography was then done to rule 
out the presence of abnormality of the pulmonary artery. 
At the time of visualization, the  5eogs was asymptomatic. 

Physical examination revealed an apparently healthy 
woman. A few small lymph nodes were felt in the cervical 
regions, but these were not thought to be significant. Auscul- 
tation of the heart revealed the presence of a blowing Grade 
[II systolic murmur in the second and third intercostal 
spaces to the left of the sternum. The pulmonic second 
sound was accentuated. There were no other murmurs. The 
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Ficure 5. Case 2. Angiocardiogram (Frontal Projection Three 
Seconds after Injection). 


Neo-iopax outlines a dilated main-stem pulmonary artery and 
its left main branch, which make up the left hilar shadow. 


remainder of the physical examination was unremarkable, 
as were laboratory studies, including a complete blood count 
and Wassermann test. An electrocardiogram showed slight 
left-axis deviation. 

Conventional chest roentgenogram revealed an apparently 
normal heart and clear lung fields. In the middle portion of 
the left cardiac border, a prominent, convex shadow that 
extended out into the left lung field (Fig. 4) was seen. On 
fluoroscopic examination, this was found to have an expansile 
systolic pulsation. In the lateral projection, a rounded area 
of density was observed in the mid-hilar region. 

Angiocardiography in frontal and lateral projections (Fig. 5 
and 6) outlined an aneurysmal dilatation of the main-stem 
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and both main branches of the pulmonary artery that meas- 
ured 60 mm. in its greatest superoinferior dimension (meas- 
ured in the lateral projection). The remainder of the con- 
trast study was entirely unremarkable and failed to show 
evidence of associated congenital anomaly. The patient is 


Figure 6. Case 2. Angiocardiogram (Left Lateral Projection 
Three Seconds after Injection). 


The right ventricle, pulmonary conus and pulmonary artery 
and its left branch are well shown. Note the aneurysmal dila- 
tation of the main-stem pulmonary artery and its left branch. 


at present doing her housekeeping without difficulty and is 
free of symptoms. 


Discussion 


An attempt has been made to state the diagnostic 
criteria for congenital aneurysm of the pulmonary 
artery. This diagnosis is made by the demonstra- 
tion of aneurysmal dilatation and by exclusion of 
the known factors causing such dilatation. Since 
the assumption is generally accepted that the con- 
dition is a true congenital malformation, the term 
“idiopathic” cannot be applied to it. It is suggested 
that the condition be termed congenital pulmonary- 
artery aneurysm, the title implying the presence of 
an uncomplicated or isolated congenital aneurysm. 

The 2 cases reported above fulfill the criteria for 
this diagnosis. Both patients were asymptomatic, 
and it is assumed that symptoms would be caused 
by congenital pulmonary aneurysm only when the 
aneurysm was of sufficient size to produce com- 
pression of adjacent structures. Taussig® reports 
such a case. Surgical intervention in this condition 
is contraindicated. 


SUMMARY AND CONCLUSIONS 


The diagnosis of congenital pulmonary-artery 
aneurysm may be made in the presence of an 
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aneurysm or aneurysmal dilatation of the pul- 
monary artery that cannot be accounted for by 
associated congenital or acquired factors capable of 
causing pulmonary-artery dilatation. 

Pressure studies by cardiac catheterization should 
be carried out whenever possible. The presence of 
an abnormally high pulmonary-artery pressure 
must be considered evidence against a congenital 
pulmonary-artery aneurysm. These studies will be 
conducted in Case 2. 

Angiocardiography adequately demonstrates the 
nature of the dilatation and aids in excluding other 
causes of such dilatation. 

It is suggested that the term “idiopathic” is mis- 
leading and should not be applied to a condition of 
congenital origin. 
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Two cases fulfilling these diagnostic criteria are 
presented. 


525 East 68th Street 
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MULTIPLE SITES FOR BONE-MARROW PUNCTURE, WITH PARTICULAR REFERENCE 
TO CHILDREN* 


J. Ruemncoip, M.D.,¢ Louis Weisruse, M.D.,t ann Damesnex, M.D§ 


BOSTON 


XAMINATION of the bone marrow in hema- 
tologic disorders by means of puncture aspira- 
tion has become in this laboratory and in many 


Ficure 1. Iliac-Crest Puncture, Showing the Position of the 


Needle (Gauge 16) at the Termination of the Puncture. 


others a routine study that is often invaluable in 
diagnosis. Although the sternum is the usual site 
of such puncture, several investigators have sug- 
gested other areas. Thus Van den Berghe and 
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Blitstein' and Rubenstein? have stressed the value 
of the iliac-crest puncture, and more recently Loge? 
and Huss, Gilbert and Liebow* have advocated 
the spinous process as a site for obtaining a speci- 
men of the bone marrow. Since alternative sites 
are often desirable we have investigated their value 
during the past year. Our observations in adults 
confirm those of the above investigators that essen- 
tially similar material is obtained from the various 
sites taken simultaneously. More recently we have 
applied the same technics in infants and children 
and have found that iliac-crest and _ vertebral 
punctures are especially valuable in these groups. 
In infants particularly, the sternal-marrow cavity 
is quite shallow, and the possibility of perforation 
into the mediastinum, although remote, is always 
present. Puncture of the tibial marrow in older 
children is often unsatisfactory. Furthermore, 
spinous-process puncture is often preferable for 
psychic reasons, since the child cannot see the 
activities associated with the procedure and con- 
sequently becomes less alarmed. 


METHOD 


The same type of stiletted needle is used for the 
iliac-crest and spinous-process punctures as pre- 
viously used for the sternal approach.{ The needle 
has a total length of 6.7 cm. and a shaft of 3.3 cm. 
For spinous-process puncture, particularly in in- 
fants, a No. 1 gauge needle of the above dimen- 
sions is preferable. In infants and in young chil- 
dren, light anesthesia as obtained with a few 
whiffs of ethyl chloride is often useful. 

The iliac crest puncture is performed after the 
area about the iliac crest has been prepared with 


{This needle, ordinarily supplied as No. 16 gauge, may be purchased 
from the Hub Needle Company, Boston, Massachusetts. 
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iodine and then alcohol. The skin, subcutaneous 
tissues and periosteum are infiltrated with novo- 
cain in a small area just below the iliac crest. The 
hone-marrow needle is then pushed into the ilium 
distal to the crest (Fig. 1). One usually feels a 
distinct sense of “give,” at which time the stilet 
‘; removed, a 10-cc. dry syringe is attached and 
a small amount (0.1 to 0.3 cc.) of bone-marrow 
material is aspirated. Smears are then made 
directly on specially cleaned glass slides, which 
are tilted so that most of the blood in the material 
becomes separated from the flecks of marrow that 
remain attached to the slide. Then, with the use of 
the end of another slide, a small portion of the mar- 
row is picked up and smeared gently, with as little 
pressure as possible, on a third slide. Staining is 
carried out with a combination of Wright and 
Giemsa stains. 

The spinous-process puncture is performed with 
the patient lying face downward, rather than in 
the sitting position as recommended by Loge.’ 
This seems preferable for several reasons. Firstly, the 
necessary pressure can be more readily employed 
in the downward than in the horizontal plane. 
Secondly, the patient lies in a relatively fixed and 
more comfortable position and cannot be readily 
moved by the pressure applied. Finally, although 
the spinous process may be less prominent in the 
prone than in the sitting and flexed positions, it is 
easier to isolate and define individually. These 
reasons are particularly valid in the child. We have 
utilized a variety of spinous processes and have 
found that the lower thoracic vertebras and the 
lumbar vertebras are most satisfactory. The patient 
is prepared with iodine and then alcohol. The 
spinous process to be utilized is grasped on either 
side with the thumb and forefinger of the left hand, 
and the skin, subcutaneous tissue and periosteum 
are infiltrated with novocain. The bone-marrow 
needle is then introduced perpendicularly to the 
process, and after the sense of “‘give’”’ is felt a syringe 
is attached and the material withdrawn (Fig. 2). 


RESULTS 


In adults, bone-marrow punctures using mul- 
tiple sites were performed in 31 patients. Spinous- 
process punctures alone were done in 25 additional 
cases. Of the patients with multiple punctures, 
3 had sternal, iliac-crest and spinous-process punc- 
tures. Comparison of the results obtained with 
multiple punctures showed surprisingly similar 
findings, both in the general appearance of the mar- 
row on microscopical study and in the differential 
counts. Occasionally, marrow was obtained from 
one site, when another yielded a dry tap. In 3 
of our adult cases, multiple punctures revealed 
hypoplastic or aplastic marrow in three different 
areas. In 2 of these cases the finding was verified 
by trephine biopsy. Because of these highly com- 
parable results in different areas, we now utilize 
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the various sites interchangeably when multiple 
punctures are performed. 

Spinous-process punctures were performed in 
25 infants and children ranging from two months 
to twelve years of age. In 5 children two punctures 
were done. The iliac-crest puncture was performed 
in 8. Ten patients had both sternal and spinous- 
process punctures; 2 patients had sternal, spinous- 
process and iliac-crest punctures; 2 had iliac-crest 
and spinous-process punctures, and 1 had a tibial 
puncture in addition to punctures of the sternum 
and of a spinous process. 

Of the 13 patients who had punctures at mul- 
tiple sites, comparable results were obtained in 10. 


Figure 2. Spinous-Process Puncture of an Upper Lumbar 
Vertebra in an Eight-Year-Old Child, Showing the Position of 
the Needle (Gauge 18) at the End of the Puncture. 


In the other 3 cases a diagnosis was made only when 
multiple punctures were performed. These cases 
are presented briefly, as follows: 


R.C., an Il-year-old child, had possible aleukemic leu- 
kemia. Sternal puncture yielded a dry tap. Spinous-process 
puncture produced a small amount of very thick marrow 
shewing an almost pure culture of lymphoblasts. Apparently, 
the marrow cavity was packed with very thick marrow, 
which resisted aspiration. It is possible that a second ster- 
nal puncture would have revealed similar findings, but the 
patient was spared this second puncture of an already sensi- 
tive sternum by performance of aspiration at an alternate 
site. 


R. H., a 2-month-old infant, had thrombocytopenic pur- 
pura. Tibial puncture yielded no marrow, and two sternal 
punctures produced very dilute material, suggesting a hypo- 
plastic marrow as the cause of the purpura. A spinous-process 
puncture revealed an essentially normal marrow, and the 
infant subsequently made an uneventful recovery. The final 
conclusion was that the purpura had been of infectious origin. 


D. M., who was 3 years and 4 months old, was studied 
for possible leukemia, aleukemic variety. A sternal puncture 
and two spinous-process punctures revealed no marrow 
material. Puncture of the right iliac crest produced material 
that showed marked infiltration with early lymphoid cells, 
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and the diagnosis of acute lymphatic leukemia was made. 
Here again, the dry taps were probably the result of a very 
thickly packed marrow, which resisted aspiration. 


Two cases in this series demonstrate the value 
of using multiple sites for confirmation of the results 
obtained from a single puncture. In these patients, 
aged thirteen and three years and nine months, 
the differential diagnosis lay between aleukemic 
leukemia and hypoplastic anemia to explain the 
pancytopenia. In each case the bone marrow 
obtained from three sites — the sternum, the iliac 
crest and the spinous process — showed definite 
hypoplasia and no leukemic infiltration. In 1 
patient further confirmation was obtained by 
trephine biopsy, which showed a_ hypoplastic 
marrow. 


Discussion 


There are definite advantages inherent in mul- 
tiple sites for puncture. In such diseases as per- 
nicious anemia, idiopathic thrombocytopenic pur- 
pura, multiple myeloma and leukemia, it is often 
desirable to obtain multiple punctures mainly for 
the purpose of following the course of the disease 
or the effects of therapy. When several punctures 
are performed, not only is the use of multiple sites 
more readily accepted by the patient but also, with 
the spinous-process approach, a group of possible 
sites for successive puncture is available. In one 
of'our patients with pernicious anemia of pregnancy 
treated with folic acid, five successive spinous- 
process punctures were made at the seventh, eighth, 
ninth, tenth and twelfth vertebras, respectively. 
The patient reported very little discomfort, and 
an excellent opportunity was afforded to follow 
the changes in the marrow after therapy. 

In patients in whom the diagnosis is in question 
and particularly when hypocellular marrow prepara- 
tions are obtained, the use of multiple sites offers 
a means of confirmation of marrow diagnosis. A 
hypocellular marrow preparation obtained by ster- 
nal aspiration may leave one in doubt whether this 
represents a hypceplastic anemia or an inadequate 
sampling. The finding of hypocellular preparations 
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in all three sites is a very definite indication that 
hypoplasia or fibrosis is actually present. 

The use of alternate sites may provide informa. 
tion that is lacking if only the sternal marrow is 
examined. Just as biopsy of a lymph node or of 
the liver or spleen may throw additional light op 
a diagnostic problem, so, on occasion, spinous. 
process and iliac-crest punctures provide data that 
would otherwise be lacking. For example, in a 
recent case, the sternal and spinous-process pune. 
tures yielded normal marrow, but iliac-crest aspira- 
tion showed a well defined infiltration with lympho- 
sarcoma cells, thus establishing the diagnosis. 

Additional uses of alternate sites often occur, as 
when a sensitive patient refuses to have a second 
sternal puncture, when irradiation of the medias. 
tinum has so affected the sternal marrow that in. 
terpretation of the findings of the sternal aspiration 
may be difficult or open to question, when the ster- 
num is unusually tender to pressure (this occurs 
in a number of hematologic disorders) and, in 
certain cases of metastatic disorders, when local- 
ized bone pain or tenderness is present. By pune- 
ture of the bone in the region of the most marked 
tenderness, the possibility of finding carcinomatous 
cells is considerably enhanced. 


SUMMARY 


In this laboratory, in which examination of the 
bone marrow is believed to be an integral part of 
hematologic study, the use of alternative sites for 
bone-marrow puncture has been found to be of 
definite value. In children, the spinous process and 
iliac crest are often the preferred site for puncture. 

A series of cases is briefly presented to demon- 
strate the use and value of punctures at multiple 
sites. 
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MEDICAL PROBLEMS OF OLD AGE* 


Rosert T. Monroe, M.D.t+ 


BOSTON 


IGHT years ago, a geriatric clinic was estab- 

lished in the Out-Door Department of the 
Peter Bent Brigham Hospital in Boston. Its pur- 
pose was to study old people from a fresh point of 
view in an academic atmosphere. It sought to de- 
fine the medical problems imposed by age. Are 
diseases in old people different from the same 
diseases in younger ones? Are diagnostic problems 
altered by: age? Can useful therapeutic measures 
and programs be devised? In short, is there a place 
for geriatrics as a distinct discipline in the medical 
arts and sciences? This paper is the first report of 
progress from the clinic. 

The location of the clinic excluded attendance 
by old people of independent means, those too feeble 
to come, and those in almshouses and private homes 
for the aged. But there was opportunity to study 
a few of the first group in private practice and to 
get information on the rest by association with the 
Committee on the Care of the Aged of the Boston 
Council of Social Agencies. Patients who came, 
though of every kind and condition, proved to 
be most co-operative and willing to do their part 
in the explorations. The project has not grown 
in size, partly because it was curtailed during the 
war and partly because it has received no financial 
support except for a few small, unsolicited contri- 
butions in the last year. It is still limited to- one 
worker. However, sufficient experience has been 
gained to show that geriatrics can develop into a 
real medical specialty and that it is most likely to 
be developed in clinics where the necessary skills 
and tools can be fashioned for use by physicians, 
social workers, nurses, physiotherapists and all who 
deal with aged persons. 

Old age is peculiarly the field of chronic disease. 
Disabilities and deficits incurred earlier in life are 
brought along into old age, and new ones appear. 
Persistent and recurrent diseases, such as peptic 
ulcer, gallstones, hernia and arthritis, are found 
in greatest frequency in old age. High blood pres- 
sure is observed in the majority of men and women 
over sixty, and heart disease in some form and de- 
gree disables or kills more than 50 per cent of them. 
Malignant lesions reach their greatest incidence 
in the aged. These conditions will continue to pre- 
vail no matter how much progress is made in par- 
ticular areas or how long the average span of life 
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is extended. This accumulation of troubles and 
our inevitable defeat account for the unhappy 
view of the last third of life that has always been 
held by society at large, and for the sense of futility 
in attempting to cope with its complex situations 
that most physicians feel. To say, “at your age, 
what can you expect,” absolves the physician from 
further effort and lets the aged patient conclude 
that it is all up to him. 

The geriatrician holds, however, that this is not 
sound reasoning. These disabilities come slowly 
and in varying degrees, so that there is an oppor- 
tunity for the patient to adjust himself to them, 
satisfactorily in most cases. It is alsoclear that even 
now physicians have enough skill to care for chronic 
diseases and cardiovascular limitations sufficiently 
effectively to permit life to be lived at reasonably 
tolerable levels. Neuropsychiatric disasters are 
not so unresponsive to treatment as they appear 
to be. Life ends for many old people as naturally 
as it began, with little distress, in the midst of full, 
forward-looking participation in society, with no 
period of custodial care or sitting on the side-line 
benches. The geriatrician believes that this happy 
ending can be achieved by many more. 


DeteEcTION oF DISEASE 


The detection of disease in old people is not hard. 
A thorough search is likely to be only too rewarding. 
Recognition of the factors that are really producing 
symptoms, however, many require much insight 
and geriatric experience. For example, a spinster 
who for fifty years had made her way as a milliner 
in a down-town store went to a hospital to seek 
relief from headaches. Her glasses seemed to be 
correct. She was found to have high blood pressure. 
Sclerotic arteries were seen in x-ray films of the 
skull. She was referred to the neurologic clinic, 
where the blood pressure, the sclerosis, the head- 
aches and the worries added up to a diagnosis of 
cerebral arteriosclerosis. She was advised to give 
up her work, to stop worrying and to sleep on 
several pillows so that her head would not become 
congested. She became much worse and had to 
accept charity. She was referred to the geriatric 
clinic by her minister. There her headaches were 
considered to arise from spasm of the erector spinae 
and trapezius muscles produced by worry and the 
position of stretch on pillows, and the attacks of 


vertigo appeared to come from an active carotid . 


sinus reflex. She was advised to sleep without any 
pillow and to dance, to limber up the neck and to 
lessen external tension upon the carotid arteries. 
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It took several weeks for her to gather courage to 
carry out the treatment. When she did, her symp- 
toms cleared up. It took much longer for her to 
get confidence enough to go back to work. Here 
one can say that the hypertension and arterioscle- 
rosis were anatomic but not clinical facts. 

Much that passes for senility turns out to be merely 
physical unfitness. This is true of much feebleness, 
frailty, unsteadiness on the feet, awkwardness, 
undue fatigue, shortness of breath and slow motion. 
Very few people carry the ideal of a vigorous state 
of health long after they have left school and its 
periods of compulsory exercise behind. They exer- 
cise as their jobs require or as their vacations 
or hobbies lead them. When they retire or are 
retired, inertia seizes them. As a general rule, men 
in their working years are more fond of keeping 
physically fit than women are, but after retirement 
women maintain themselves better because they 
adjust themselves more naturally to home life than 
men do. There is no gainsaying the common knowl- 
edge that after sixty there are losses in speed and 
in endurance. But the experience of the geriatric 
clinic is clear that much can be accomplished, men- 
tally as well as physically, by simple games 
(bowling, shuffle board and ring toss) and by 
dancing to restore the sense of timing and co- 
ordination. The clinic patients have responded 
well when the only available outlet was their own 
ingenuity and the radio. It is also clear that regular 
exercise and play have beneficial effects on patients 


with high blood pressure, hypertensive heart - 


disease, arthritis, emphysema, paralysis agitans 
and hemiplegia. Here is a field of rehabilitation 
as exciting and as rewarding as that with war 
casualties. A great deal is packed into the phrase 
of Juvenal: mens sana in corpore sano. 

Much that appears to be mental deterioration 
in old age is not so at all. Perhaps not more than 
10 to 15 per cent of old people show organic, irre- 
versible losses of mental functions. Very few people 
study after their school days, except as their live- 
lihood compels them. Their reading may be limited 
to newspaper headlines and magazines. When they 
lose their jobs, they often find themselves too rusty 
to activate unused aptitudes or restore neglected 
hobbies and studies, and they drift along idly on 
daydreams. Or an accident, loss of sight or hearing 
or locomotion, loss of family or friends or fortune, 
loss of accustomed reasons for living finds them so 
concentrated on their misfortunes that they have no 
attention to give to things that go on around them. 
Therefore, these things are not remembered, 
and, since loss of memory is a sign of old age, they 
are thrust deeper in depression by being made aware 
of that fact. They depend upon others to remember 
things or to do tasks that the limitations of old age 
prohibit, and dependency paralyzes their intel- 
lectual output still more. Certain diseases produce 
flagrant states of psychoses, which clear up when 
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they are cured or controlled — for example, severe 
anemia, high fever, severe heart failure and obstruc. 
tive situations in the urinary tract. The geriatrician 
is conscious of how important it is for the mental] 
health of his patient that he treat vigorously every 
interfering ailment and find ways of restoring con- 
fident living. 

It is appropriate that the old person’s chief com. 
plaint may have little to do with what really con. 
cerns him. Even if it does, there are other com. 
plaints and many matters that he needs to talk 
over with someone. He has outlived the parents 
to whom he turned in time of trouble. His friends 
are gone, and now, still the same human being, 
in the dark about how to pursue his course, or how 
to find a course to pursue, he must bring himself 
to turn for advice to younger people; it is equally 
difficult for younger people to give him an attentive 
ear — for the pupil to turn teacher. Who is ina 
better position to give friendly, neutral, skillful, 
understanding advice than the medical adviser? 
Here is a tremendous extension of medical respon- 
sibility far beyond what can be taught in school 
or laboratory. But the old-fashioned general prac- 
titioner fulfilled this responsibility. It is a burden 
that practitioners today must recognize and assume 
if they are to deal adequately with the needs of old 
people. It takes an endless amount of time, much 
insight and ingenuity, tolerance and patience. The 
reward is in making the last third of life worth while 
to many persons. 

A typical problem in geriatrics is illustrated by 
the first patient referred to the clinic. She was a 
sixty-eight-year-old Austrian widow who complained 
of belching of gas, and epigastric burning. She 
had been studied by every medical house officer 
in the Peter Bent Brigham Hospital in the course 
of the previous five years; four gastrointestinal 
series, two barium enemas and two x-ray examina- 
tions of the gall bladder were negative; all thera- 
peutic reassurance and diets and medications were 
of no avail. She sat across a narrow table from the 
examiner and for an hour and a half described ‘and 
illustrated her symptoms. Her appearance was. not 
prepossessing, for the motion of her false teeth did 
not synchronize with the tremor of her head. The 
examiner, determined not to abandon geriatrics 
at the first shot, asked questions from time to time 
— who she was, where she came from, how she lived. 
Finally, she began to answer them, and for ten min- 
utes she gave a detailed story of her origin and emi- 
gration to America, where she stayed first, where 
she worked, how she met and married her husband, 
how he had died and how she had subsequently 
lived. She was asked to return in a week to discuss 
ways of spending her welfare allowance to better 
advantage, and it was then pointed out to her that 
she had not belched in the last ten minutes. ‘‘Oh,” 
she said, “‘that doesn’t bother me.’’ And then it 
dawned upon the examiner that her nervous indi- 
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stion was this poor, lonely, dependent woman’s 
only claim to importance. She had no excuse for 
leaving her tenement except to go to church, to the 
store and to the hospital, where all the specialists 
were so interested in her. In subsequent visits her 
habits of living were reviewed, and a girlhood in- 
terest in Austrian cross-stitching was revived. At 
Christmas she exhibited samples of her art in the 
local saloon, which was the only place in the neigh- 
borhood with lighted windows. She continued to 
need welfare assistance, but no longer complained 
of gas or burning. 

A generalization that time has strengthened was 
made early in the geriatric clinic: malnutrition and 
physical and mental unfitness are present in some 
degree in almost every person over sixty years of 
age. Malnutrition sets in with lack of a proper 
diet, as often from wrong ideas about food as from 
inability to get it. It can come from poor dentures 
or none. It can result from anorexia due to sorrow 
or loneliness or loss of drive. It can be intensified 
by disease, especially diseases with fever, blood 
loss or cachexia. There is often the hint that the 
aged organism needs more of certain food factors, 
such as vitamin B and vitamin C, than have been 
considered normal amounts for adults, whether 
from lack of absorption or lack of utilization. Com- 
ponents of the vitamin B complex now constitute 
the first thought in the clinic for old people with 
cramps in the legs at night or with unexplained 
depressions. The war made us conscious of the 
extra need for protein in cachexia, in hepatitis and 
in demineralization of bone. Fortunately, an ade- 
quate diet is available to all old people in this coun- 
try—even to those receiving public or private 
assistance. It is very difficult to get those to take 
it who cannot change their habits or make sub- 
stitutions or find value in being well. But the results 
are worth all the required patience and humor and 
ingenuity and preaching. 


Errect or Drucs 


A great deal of careful observation must be done 
before it is known whether and to what degree age 
alters the dosage and actions of drugs. There is 
an impression that the saturation and maintenance 
doses of digitalis, for example, are smaller in old 
persons than in the young or middle-aged. A high 
concentration of sulfadiazine in the blood is reached 
rather quickly on small doses, probably because 
renal filtration is not as efficient in old age. When 
morphine is administered one should remember 
the sensitiveness of the respiratory center. Seda- 
tives should be given with much caution, for bro- 
mides tend to produce psychotic states and the 
barbiturates appear to leave the body slowly. The 
custom of giving small daily doses of phenobarbital 
to control nervousness and small nightly doses of 
some other barbiturate to promote sleep is con- 
demned. By their depressive action the drugs in- 
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crease the fear of loss of mental competence, and 
by their accumulative tendency they soon fail to 
produce a satisfactory period of unconsciousness. 
These objections do not appear to apply to the 
salicylates or alcohol. 


GENERAL THERAPY 


The tools that the geriatrician needs are com- 
munity projects of many kinds. Old-age clubs where 
lonely, idle persons can go daily for association, 
for games, for reading, for dances and for developing 
hobbies are needed. Several are now in existence 
in Boston. They are not very expensive, but they 
demand good leadership to control the cantanker- 
ous and to bring out the leaners. The natural places 
for the many more that are needed are the public 
schools, which are close to old people in every neigh-. 
borhood, which are for the most part idle in late 
afternoons and evenings, and which could become 
truly community centers. Vacation projects are 
helpful, for elderly persons need the revivifying 
effects of a change of scene fully as much as young 
ones, whether or not they are working. Old people 
on charity seldom get a chance to leave their meager 
quarters. Most of those who are independently 
situated live on too narrow a budget to permit a 
reasonable stay at an attractive place. The manage- 
ment of a farm here, a boardinghouse by the sea 
there and a camp by a lake somewhere else would 
be expensive, even if fees were levied according to 
means. But the benefits derived would be good 
therapy. And, since most old people would remain 
at home, there should be summer day-camp club 
projects in the city, preferably on a portion of public 
playgrounds, and under supervision to stimulate 
participation. An employment service, to define 
and produce paying situations that are suitable 
for old people and not unfair to young employees, 
is needed. There should be experiments in boarding- 
houses, supervised apartments with part-time 
housekeeping service, simple nursing homes and the 
activation of homes for the aged, to become homes 
in the full sense of the word and not merely places 
for custodial care. Best and most expensive of all 
is an old-age center where all these activities could 
be housed, directed and promoted; where there 
could be a gymnasium and swimming pool for reha- 
bilitation; where there could be varied experiments 
with re-education toward hobbies or jobs or com- 
munity service; where there could be a psychologic 
counseling service to determine the aptitudes and 
mental maturity level as objectively as possible; 
and where rich and poor could go to find ways to 
make their last years mean something. 


CONCLUSION 


The point of view of the geriatric clinic can be 
summarized thus. There are two groups of old 


people. There are the very old, those with such 
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limitations of body, mind and pocketbook that they 
need custodial care; these are the ones on whom 
most attention has been centered and the ones we 
have in mind when old age is thought of with dis- 
may. But there are also young old people, most 
of them independent or at work. We must direct 
our efforts at them. If we do; if we discover means 
of keeping them at work, if we find ways for them 
to rehabilitate themselves physically and intellec- 
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tually, if they are given adequate care in Sickness 
and convalescence, and if they have normal Oppor. 
tunities for play, vacations, social association and 
community participation and for living, many @ 
them will retain their independence, and the break 
to custodial care will be of short duration or wij 
not come at all. 


270 Commonwealth Avenue 


CLINICAL NOTE 


CONSERVATIVE TREATMENT IN 
PLACENTA ACCRETA 


Report or A CAsE IN TWIN PREGNANCY 


SaMvuEL P. Norman, M.D.* 


MALDEN, MASSACHUSETTS 


HE abnormal adherence of all or part of the 
placenta to the uterine wall, so-called placenta 
accreta, is a complication in obstetric practice that 
calls for accurate, rapid diagnosis, and perhaps 
emergency treatment. It is not a common finding; 
Irving and Hertig! record the incidence at the Bos- 
ton Lying-in Hospital to be 1 in 1956 deliveries. 
The survey by Phaneuf? reveals a frequency of 1 
placenta accreta in 14,622 deliveries. There is 
only one previous report of placenta accreta occur- 
ring in twin pregnancies.® 
The dangers of hemorrhage and sepsis in adher- 
ent placentas have made immediate hysterectomy 
the accepted treatment. However, conservative 
therapy may have a definite place, especially when 
there is complete absence of uterine bleeding. In 
the following case of placenta accreta in twin preg- 
mancy the patient was treated without surgical 
intervention: 


Mrs. M. P., a 27-year-old primigravida, whose last men- 
strual period had begun on July 12, 1947, was admitted to 
the Malden Hospital on March 21, 1948, in premature labor. 
Pregnancy up to that time had been normal. The patient 
was Rh+. Under low spinal anesthesia, a living premature 
female infant was delivered by Scanzoni maneuver, after 
a right mediolateral episiotomy. Immediately after the birth 
of the infant, a large placenta with membranes and cord was 
delivered intact. At this time, it was noted that the uterus 
was still large, and within a few moments, a macerated still- 
born female fetus was delivered along with an umbilical cord 
about 30 cm. in length broken off at its distal end. A second 
placenta and membranes did not present. 

The first placenta was examined very carefully, and no 

lace could be found where the second umbilical cord might 
ave been attached. There was no sign of hemorrhage. After 
45 minutes, the uterus was entered in an attempt at manual 
extraction of the second placenta, but no line of cleavage 
could be felt. A second obstetrician, called in consultation, 


*Associate surgeon, Department of Obstetrics and Gynecology, Malden 
Hospital. 


was also unable to find a line of cleavage but did remove 
few shreds of membrane. There was still no bleeding aa 
the patient’s condition was good despite manipulation, The 
blood pressure was 120/70, the pulse 84, and the respirations 
20. The flow were normal. Since the fundus was hard firm 
and well contracted, all operative intervention was discon. 
tinued, and the patient was returned to her bed. On the fol. 
lowing morning, the placenta had not been expelled. The 
patient was not bleeding and her blood pressure, pulse and 
temperature were normal. Penicillin was administered in g 
dosage of 100,000 units every 3 hours for 4 days. It was 
decided to observe her progress for at least 36 hours before 
considering surgery since there was no apparent indication 
for hysterectomy. At the end of this period, the patient was 
in excellent condition. The flow was not excessive, and the 
uterus was contracted and firm. A final decision againgt 
removal of the uterus was made. The patient was discharged 
10 days after delivery, after an uneventful convalescence, 
Post-partum examination 6 weeks later revealed a well healed 
perineum and a normal fundus. She had a normal menstrual 
period 8 weeks after delivery. 


In this case the question of a placenta succen- 
turiata was considered as well as that of accreta, 
but pathological examination of the placenta re 
vealed no site where the umbilical cord might have 
been inserted. 

Nearly all writers agree that the treatment of 
placenta accreta is immediate hysterectomy. How- 
ever, Schumann‘ cites special indications for con- 
servative treatment and presents a series of 14 cases 
with no mortality and 2 subsequent pregnancies. 
His chief indication for conservative treatment 
is absence of bleeding. 

In considering the fate of the placenta that was 
not expelled, one must hypothesize that since the 
fetus was stillborn and the first placenta was very 
large, the second placenta must have been very 
small and that, because of its small size, it did not 
have a sufficient blood supply and therefore degen- 
erated. Secondly, this might have been an increta 
or percreta type of placenta (Kaltreider classifica- 
tion), which had so grown into the uterine muscu- 
lature that it could not be removed. 

This case was similar to those reported by 
Schumann. 


SUMMARY 


A case of placenta accreta occurring in a twin 
pregnancy with one live infant and one macerated 
fetus is presented. The patient was treated con- 
servatively and made an uneventful recovery. 
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MEDICAL PROGRESS 


CARE OF THE NEWBORN* 


Stewart H. Cuirrorp, M.D.t 


BOSTON 


OR many years neonatal mortality rates re- 
F sisted all efforts at reduction. In Massachusetts 
from 1910 to 1930 the infant mortality occurring 
from two weeks of age to one year fell over 60 per 
cent while the neonatal death rate fell but 14 per 
cent (Fig. 1). However, during the past fifteen 
years there has been a gratifying fall of 32 per cent 
in neonatal mortality, from a rate of 31 deaths per 
1000 live births to a rate of 21. Despite this im- 
provement the first two weeks still remains the 
most dangerous period in life — 64 per cent of the 
present infant mortality in the Commonwealth 
occurs during that interval. 

A number of factors have contributed to the 
recent reduction in neonatal mortality. All people 
have enjoyed a higher standard of living, with re- 
sulting improved nutrition in the child-bearing 
group and the ability to command better medical 
care. There have been great advances in the sciences 
of obstetrics, pediatrics and public health and wide 
dissemination of this knowledge to the medical pro- 
fession and general public. The federal Govern- 
ment, through the Children’s Bureau, has paid 
particular attention to the welfare of the newborn, 
and much of the present success can be traced to 
these efforts. The district and local health depart- 
ments have been very active in promoting pro- 
grams to improve the care of the newborn, with 
splendid results. Not the least of the factors con- 
tributing to the improved status of the newborn 
has been the rapid shift of the scene of childbirth 
from the home to the hospital. In Massachusetts 
during the past year 96 per cent of all births took 
place in hospitals. While the over-all picture has 
improved, the shift from the home to the hospital 
has not been an unmixed blessing but has of itself 
created new problems, which are considered below. 


*From the Boston Lying-in Hospital and the Department of Obstetrics 
and Pediatrics, Harvard Medical School. 

tAssociate in pediatrics, Harvard Medical School; pediatrician, Boston 
Lyin -in Hospital; physician and chief of Premature Service, Infants 
and Children’s hospitals. 


PRENATAL PROPHYLAXIS 


The health and nutrition of the mother from the 
time of conception on may exert a direct influence on 
the developing embryo and fetus. The classic 
animal experiments of Warkany'* have demon- 
strated that maternal diets completely deficient in 
vitamin A, B or D during the breeding period and 
the following fourteen days will produce a high in- 
cidence of malformation in the young, each vitamin 
lack producing a different and characteristic type 
of abnormality. These findings on animals must 
be applied to the problems of human nutrition 
with caution since no diet for human beings could 
be deprived of vitamins to the extent necessary to 
produce abnormalities in rats. Burke and his asso- 
ciates* analyzed the diets of 216 women observed 
throughout pregnancy and found in the 36 women 
on poor diets 8 infants with congenital anomalies 
whereas but 1 occurred in the group of 31 mothers 
on good diets. 

Infection due to the rubella virus,® occurring early 
in pregnancy, has been found to cause congenital 
malformations in the newborn such as congenital 
cataracts and heart disease, deaf mutism, mon- 
golian idiocy, microcephaly, hydrocephaly and 
mental retardation. Ingalls* believes that mongo- 
lism may be the result of injury to the embryo be- 
tween the sixth and ninth weeks of life. He con- 
tends that agents responsible for this injury may 
include hemorrhage, threatened abortion, pathologic 
abnormalities of the uterus and certain acute in- 
fections. He suggests that these agents injure the 
embryo through anoxia, through temporary starva- 
tion or through the accumulation of toxic metabo- 
lites. 

Ingalls states that forty years ago Mall stressed 
the importance of faulty implantation of a normal 
ovum in the production of a pathologic embryo 
and that, at the same time, Stockard concluded 
that two main mechanisms were involved in ab- 
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normal development. In one the abnormality was 
of germinal origin, producing accidents such as 
albinism, certain legless conditions and polydactyly. 
In the other, true monsters arose from normal ova 
developing under abnormal conditions or under 
unusual circumstances. 

A number of studies have been made on the in- 
fluence of prenatal factors on prematurity. Ebbs, 
Tisdall and Scott’ found the incidence of mis- 
Catriages, premature births and stillbirths to be 
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of prenatal influences. Studies in this new field 
of prenatal prophylaxis should bring rich rewards 
both in reducing the incidence of stillbirt 
mature births and congenital abnormalj 
in improving the health of the newborn j 
birth. 
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NaTAL PRopHYLAXIS 


The present methods of safeguarding the baby 
during delivery represent one of the greatest achieve. 


KEY 
(J DEATH RATE FROM 1 MONTH TO 1 YEAR 
@ DEATH RATE FROM 2 WEEKS TO 4 MONTH 
RATE FROM BIRTH TO 2 WEEKS 


SEGINNING WITH 1935, BIRTHS AND DEATHS HAVE BEEN 
ALLOCATED TO THE PLACE OF RESIDENCE 
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greater in a group of women on poor diets. Burke 
et al.* reported that the occurrence of stillborn, 
premature and functionally immature infants, as 
well as those with marked congenital defects, was 
practically limited to a group of mothers whose 
diet during pregnancy had been inadequate. 

Brown, Lyon and Anderson® found the incidence 
of prematurity significantly increased by maternal 
illness, severe toxemia, eclampsia, mild bleeding, 
placenta previa, premature separation of the 
placenta, acute infections and chronic disorders of 
pregnancy. 

It is thus apparent that many of the problems 
encountered in the newborn may be the aftermath 


Ficure 1. Infant Mortality in Massachusetts by Age Groups per 1000 Live Births. 


ments of modern obstetrics. The major dangers 
from which the infant must be protected result from 
trauma and anoxia. 

Serious traumatic injury to the infant during de- 
livery is now practically never seen. One important 
milestone in the elimination of traumatic injury 
was the substitution of physiologically sound pres- 
sure from above for traction from below. Almost 
overnight brachial palsies and spinal-cord transec- 
tions disappeared and gross intracranial hemorrhages 
became exceedingly rare. Another important step 
was maternal analgesia that was safe for baby as 
well as mother. Because of the analgesia the mother 
was allowed to proceed through labor without inter- 
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ference, and the incidence of high-forceps and mid- 
forceps extractions also practically disappeared. The 
third important milestone in the elimination of 
traumatic injury was the introduction of x-ray 
elvimetry and the following of the progress of 
doubtful cases by serial x-ray examination. It is 
ossible, but not proved, that the administration 
of vitamin K to the mother during labor has reduced 
the incidence of intracranial bleeding. 

Protection of the infant from the devastating 
effects of anoxia is one of the major problems with 
which obstetricians are confronted today. In this 
clinic 58 per cent of the deaths among infants, both 
fyll term and premature, are the result of anoxia. 
There are, to be sure, many complications of preg- 
nancy in which serious anoxia is unavoidable and 
beyond present methods of control. However, some 
types of anoxia are completely preventable. The 
use of high concentrations of nitrous oxide or of 
cyclopropane during labor will inevitably produce 
severe fetal anoxia. The practice of delaying de- 
livery of the head by direct or indirect pressure 
to the perineum with or without deep maternal 
anesthesia is indefensible and extremely dangerous. 
It is frequently a tragedy that the baby involved 
in such a procedure survives but with gross neuro- 
logic damage. 


NEONATAL PROPHYLAXIS 


Hospitals have assumed a tremendous respon- 
sibility in attempting to provide care for all the new- 
born infants in the nation. The considerable con- 
fusion that surrounds the problem is due to a num- 
ber of factors: the speed at which the shift from home 
to hospital took place; the shortage of hospital and 
nursery beds; the increased birth rate; the demand 
for care by a private physician and for private and 
semiprivate rather than ward accommodations; 
the shortage of nursing personnel; the problem of 
increasing costs and unbalanced budgets; and the 
unco-ordinated attempts by the overlapping in- 
terested groups of doctors, nurses, administrators 
and public-health authorities to offer independent 
solutions for the problem. 

The position of the public-healtL authorities 
toward the care of the newborn in hospitals is clear. 
They must represent and protect the interests of 
the general public by establishing, after consulta- 
tion with all interested groups, minimum standards 
and regulations for the hospital care of newborn 
infants as a basis for the yearly licensing of such 
obstetric units. They must make sufficiently fre- 
quent personal inspections to satisfy themselves 
that these minimum requirements are being con- 
tinuously met. 

The hospitals themselves should not be content 
with minimum standards but should strive at all 
times toward ideal care for their babies. The Com- 
mittee on Fetus and Newborn of the American 


Academy of Pediatrics has committees on fetus and- 
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newborn organized in forty-seven states, four 
Canadian provinces and Hawaii, and each com- 
mittee is anxious to co-operate with any hospital 
group in helping to solve its individual nursery 
problems. 

Any hospital seeking to organize and improve its 
newborn service can obtain valuable assistance from 
the Manual, Standards and Recommendations for 
Hospital Care of Newborn Infants — Full Term and 
Premature, prepared by the Committee on Fetus 
and Newborn of the American Academy of Pedi- 
atrics and now in press. 


DiIsEASES OF THE NEWBORN 


The major causes of morbidity and mortality in 
newborn infants, full term and premature, are rela- 
tively few — anoxic injuries, traumatic injuries, 
infections, congenital defects and erythroblastosis. 
It is of great practical importance that the vast 
majority of these conditions can be recognized 
within the first forty-eight hours of life. It would 
be highly desirable, therefore, if all newborn in- 
fants could be closely observed and examined by 
specially trained nurses and pediatricians, if pos- 
sible in a special nursery, for the first twenty-four 
to forty-eight hours of life, before being distributed 
to their regular nurseries. 

By all standards the most important cause of 
newborn morbidity and mortality is anoxic injury, 
which alone accounts for nearly 60 per cent of mor- 
tality. Anoxia!® produces progressively congestion, 
edema, hemorrhage and necrosis in any or every 
organ and tissue of the body. The combinations of 
clinical symptoms that may result are almost un- 
limited. The only treatment that will stop the cycle 
of anoxic injury is the administration of oxygen. 
Many newborn infants are immediately placed in 
an atmosphere of 50 to 60 per cent oxygen as a 
prophylactic measure even before clinical symptoms 
have become evident. Undoubtedly, more oxygen 
than is necessary is used, but it is believed that 
this procedure has prevented the occurrence or 
minimizea the exten. of dangerous complications 
in an unknown number of infants. All prematurely 
born infants are routinely placed in an oxygen bed 
for at least twenty-four hours, and all those with ery- 
throblastosis severe enough to require treatment, 
and all those with atelectasis are kept in oxygen for 
four or five days. All babies with a history of fetal 
distress and all who have required resuscitation are 
automatically placed in oxygen. 

The generalized edema that develops in both 
full-term and premature infants as the result of 
anoxia is a very striking finding. It may be a fatal 
error to start giving fluids too early to such in- 
fants'in thé presence of edema. Tlie added fluid 
increases the existing edema and may produce serious 
cerebral ‘and pulmonary complications. It is a 
fixed policy to give no-fluid to pfemature or full- 
term infants'in the pfesence of‘@dema.’’ In rare cases 
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a small premature infant may receive nothing for 
as long as four or five days. This principle of manag- 
ing edema was postulated on clinical grounds and 
has been associated with a further lowering of pre- 
mature infant mortality to 16 per cent. The work 
of Smith” has now given chemical support to this 
thesis. 

Infants with. intracranial bleeding,’? whether due 
to anoxia or trauma or both, are kept in oxygen, 
given nothing by mouth for several days and 
treated by repeated lumbar punctures until the 
spinal fluid is practically normal. 

The birth of erythroblastotic infants may be 
forecast weeks before term by the appearance of 
anti-Rh agglutinins in the serum jof mothers with 
a suggestive history and Rh setup. When it is 
obstetrically advisable these babies are delivered 
several weeks before maturity. Blood from the in- 
fant’s umbilical cord is immediately studied for 
Rh type and the presence of Rh antibodies. If cir- 
culating antibodies are demonstrated the infant re- 
ceives an immediate replacement transfusion with 
Rh negative blood. Under this routine the mor- 
tality from erythroblastosis has fallen from 40 to 
10 per cent. Unfortunately, the incidence of 
kernicterus has not been reduced by present methods 
of treatment. 

Pediatricians have an increasing obligation to 
recognize certain congenital defects early in the 
newborn period since an increasing number can 
be cured by prompt surgical procedures. Only a 
few years ago all babies with a tracheoesophageal 
fistula died — today 8 out of 10 should be com- 
pletely repaired.* Every infant exhibiting an un- 
usual amount of oral mucus immediately after 
birth should be suspected of having this condition 
until the contrary is proved. The diagnosis is made 
by the demonstration of a blind esophageal pouch 
through the passing of a stiff catheter into the 
esophagus and the taking of an x-ray film with the 
catheter in place. 

One in every 4 infants with congenital absence of 
the bile ducts has a condition that may be cured 
by surgical intervention.'® It must be remembered 
that jaundice may be very slight in this condition 
through:.1t the newborn period. Every case of 
even mild jaundice must be considered as a po- 
tential congenital obliteration of the bile ducts 
until proved to the contrary. 

Congenital obstruction of the intestine is a rela- 
tively common condition in the newborn — in- 
cluding premature infants. Every case of vomiting 
in the newborn, especially if it begins immediately 
after birth, must be considered obstruction until 
disproved. The obstruction may be intrinsic and, 
if multiple, may be inoperable. It may be due to 
meconium ileus and require operation or to a 
meconium plug in the rectum or descending colon 
and respond dramatically to a simple enema. It 
may be caused by constriction by short bands of 
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mesentery associated with malrotation of the 
cecum or by a volvulus, intussusception, Pyloric 
stenosis or diaphragmatic hernia. A 3-pound pre. 
mature infant with an obstruction due to an an 
nular pancreas was successfully operated upon on 
the sixth day of life. The common symptom of ob; 
structions is vomiting, and the diagnosis can fre. 
quently be made by a plain x-ray film of the ah 
domen. 


INFECTION 


It should never be forgotten that both premature 
and full-term infants may develop all the types of 
infection seen in older infants. They are Particularly 
susceptible to infections that may enter through 
the umbilical vessels. However, at present I am 
particularly concerned with a relatively new type 
of infection that has appeared secondary to the con- 
centration of large numbers of babies in common 
nurseries. Epidemic diarrhea of the newborn has 
become a public-health problem only during the 
past fifteen years. 

A review of the literature on this condition!® war. 
rants the conclusion that it is not a pathologic en. 
tity but rather a symptom complex that may be 
caused by a variety of organisms and by at least 
one and possibly more viruses. The conclusion 
was reached that many epidemics were caused by 
glaring errors in nursery technic and by faulty 
epidemiologic management of the first cases of 
diarrhea that appeared. It was suggested that 
simple sound nursery practice could prevent prac- 
tically every epidemic of diarrhea even in crowded 
nurseries. 

The New York State Public Health Council on 
January 16, 1948, added a new regulation to its 
sanitary code designed to control diarrheal diseases 
of the newborn in nurseries.!’ These regulations 
were arrived at after consultation with the New 
York State Medical Society, many individuals and 
organizations and were written to agree in principle 
with the recommendations of the Children’s Bureau 
and the Committee on Fetus and Newborn of the 
American Academy of Pediatrics. The New York 
Department of Health summarizes the require- 
ments of Regulation 35 as follows: mandatory ter- 
minal “sterilization” of formulas in individual feed- 
ing bottles with nipple and nipple cap attached, 
certain principles of isolation, the use of the “sus- 
pect” nursery systems for observing infants with 
suspicious signs of illness, individual care for each 
infant with his own equipment, adequate space for 
such care, adequate nursing personnel, smaller 
groups of infants in each nursery and careful hand- 
washing by physicians and nurses after coming 
in contact with any infant. 

A similar program was proposed, but not made 
mandatory, by the Massachusetts Department of 
Public Health at a series of conferences throughout 
the Commonwealth in June, 1947. Dr. Roy F. 
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Feemster, director of _the Division of Communi- 
cable Diseases, has given me permission to re- 
rt the amazing sequel of these conferences. In 
the period from June, 1946, to June, 1947, the 
Department of Public Health was forced to close 
the newborn nurseries of 9 maternity hospitals 
because of outbreaks of epidemic diarrhea. All 
these outbreaks were serious, with fatal cases in 
each. From June, 1947, to April, 1948, there was 
not a single epidemic of newborn diarrhea in the 
Commonwealth. The Department was called in 
by ll hospitals with isolated cases of newborn 
diarrhea; no nursery was closed, and no deaths 
occurred in any of the reported cases. 


CARE OF THE PREMATURE INFANT 


Care of the prematurely born infant is the major 
problem of the neonatal period. Every hospital 
can anticipate that 5 or 6 per cent of their ex- 
pected births will be infants weighing 2500 gm. (5 
pounds and 8 ounces) or less and that from this 
small group will come 60 per cent of the newborn 
mortality. 

The Children’s Bureau’’ has been a leader in 
eflorts to improve the care of premature infants 
and is ever ready to assist state and local groups 
in their problems. Since 1935 the Bureau has had 
the responsibility of administering grants-in-aid to 
states for maternal and child health under the 
Social Security Act. The maternal-health and child- 
health fund available for state grants amounts to 
$11,000,000 per year, half of which goes to states 
in proportion to their number of live births and 
must be matched dollar for dollar from state funds. 
To receive its share a state must submit a plan out- 
lining its proposed program and indicating how it 
will meet certain requirements of the act. Forty- 
four states have some activity in relation to pre- 
mature infants financed from maternal-health and 
child-health funds. At present 7 states have pre- 
mature centers now in operation, and 6 more states 
are in the process of starting such centers. Most 
of the states concentrate on one, two or three good 
centers to which premature infants are brought 
by ambulance. 

The details of organizing, equipping and operat- 
ing a nursery for premature infants are beyond the 
limits of this discussion and may be found in Care 
of Premature Infants, published by the Division of 
Maternal and Child Hygiene, Illinois Department 
of Public Health; in the Recommended Standards for 
the Care of Premature Infants, of the Bureau of 
Child Hygiene, New York City Department of 
Health; and in the manual mentioned above that 
is to be published by the Committee on Fetus and 
Newborn of the American Academy of Pediatrics. 

Methods to protect the premature infant from 
infection deserve some consideration. If it is granted 
that for practical purposes all premature infants 
at the moment of birth are free from infection, it 
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is a striking fact that in some nurseries infection of 
premature infants, usually accompanied by diarrhea, 
is virtually unknown, whereas in other nurseries 
it is a constant major problem. It is my strong 
conviction from years of experience with the prob- 
lem that premature infants born in a hospital de- 
voted exclusively to obstetrics, where the medical 
and nursing staff have no contact with infected 
general-hospital patients and no contact with other 
doctors and nurses caring for such patients, are 
peculiarly free from infection, with or without 
diarrhea. Premature infants born in the obstetric 
ward of a general hospital, even when cared for 
in a separate nursery, are prone to infection and 
diarrhea. Premature infants transported to a pre- 
mature nursery setup in connection with a general 
pediatric hospital are particularly susceptible to 
infection and diarrhea. In my own experience 
the incidence of infection and diarrhea has been 
sharply curtailed —but not eliminated—in a 
premature nursery operated as part of a general 
infants’ hospital when each premature infant is 
kept strictly isolated in a Chapple bed. 

As a result of the above experience I recommend 
that premature centers be located in obstetric hos- 
pitals; in an independent building widely separated 
from a general hospital with a completely inde- 
pendent staff; if in connection with a general hos- 
pital —as far away from the children’s and in- 
fants’ wards as physically possible and equipped 
so that each infant can be kept and cared for in 
its own air-conditioned unit throughout its entire 
stay. 


oF A Normat MorTuHer-InNFant 
RELATION 


McLendon!* has summarized the cultivation of a 
normal mother-infant relation as presuming breast 
feeding; observation by the mother of her newborn 
child’s development; partial care of her newborn 
infant commensurate with her physical ability; the 
consequent accumulation of knowledge of her in- 
fant’s behavior characteristics, particularly in con- 
nection with hunger; and confidence in her ability 
to interpret behavior expressions and to handle them 
properly. 

Macneill'® points out that the place of birth has a 
definite relation to breast feeding. In Detroit the 
incidence of breast-fed babies varied from 5 to 6 
per cent in one hospital to 69 per cent in another. 
In Philadelphia a survey in two hospitals revealed 
a ratio of 24.6 per cent to 83.3 per cent. Common 
experience indicates that such discrepancies between 
hospitals exist. 

Aldrich?® has summarized the advantages of 
breast milk as a specific food and the advantages of 
breast feeding as a technic in child care. In connec- 
tion with breast feeding he points out that teachers 
and laymen interested in the emotional problem 
of children, psychologists, psychiatrists and pedi- 
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atricians interested in growth and development all 
emphasize that this form of feeding provides a 
greater feeling of security to the baby. Through 
nursing at the breast the baby may gain a feeling 
of physical continuity with his mother, which as he 
progresses may lead to the feeling of “belongingness” 
considered by many psychiatrists to be the first 
step in the normal mother-child relation. The 
mother herself may benefit physiologically and 
psychologically through thus demonstrating her real 
importance to the infant. 

The mother must be “‘sold” on the idea of want- 
ing to nurse her infant —if possible, during the 
prenatal period. Many obstetricians begin this 
process of education at the first prenatal visit. 
Everyone knows how futile it is to try to convince 
a young mother that she should nurse her baby 
if her mind has been made up to the contrary. 
Aldrich®?® states that many psychiatrists consider 
that if a mother actively rejects the idea of nursing, 
it is probably unwise to urge it. 

The obstetric department, psychiatric consultant 
and nursing school are experimenting with prenatal 
clinics on the psychologic preparation of the patient 
for childbirth in which the importance of future 
breast feeding is not neglected. It is too early to 
quote results, but the number of infants com- 
pletely breast fed on discharge has risen to above 
50 per cent. 

Real help is needed for reducing the number of 
breast-feeding failures in willing mothers. Macneill!® 
gives an excellent consideration of this problem. 
He considers some cracked nipples to be caused 
by the infant’s efforts to obtain milk from an ob- 
structed channel, the obstruction persisting unless 
the tension within the breast is lessened. When the 
secreting cuboidal cells become flattened by milk 
pressure, milk production stops. Waller*! has shown 
that the careful and judicious use of stilbestrol in 
the early stages of increased milk tension relieves 
the pressure and inhibits the onset of the edema, 
which becomes the obstructing factor. Waller also 
claims that the prenatal removal of colostrum 
through manual expression, by the instructed ex- 
pectant mother, from about the seventh month 
of pregnancy on, will facilitate the passage of milk 
through the breasts and lessen the hazard of en- 
gorgement. Macneill'® advises ‘that injured nipples 
be treated by the early application of hypertonic 
compresses to painful nipples and the protection 
of the injured nipples by a soft, rubber, conforming 
breast shield until the injury is healed. 

All recent authors agree that the “‘rooming-in” 
system of infant care and “demand feeding” will 
contribute materially to successful breast feeding 
as well as satisfy the other postulates McLendon!® 
has laid down for the cultivation of a normal mother- 
child relation. 

A four-bed “‘rooming-in” unit has been in success- 
ful operation at the New Haven Hospital” for over 
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a year. Montgomery” has used the “rooming-in” 
system for a number of his private patients jn 
rooms, with excellent results. In both these 
the mothers were highly selected. 

In the private wing of the Boston Lying-in Hos. 
pital the “rooming-in” system has been available 
to mothers scheduled for single rooms for over a 
year. To date 20 patients have elected this service 
with but 1 failure. There were nearly 3000 births 
on the private service during this Period, which 
does not indicate a very great demand. However 
more interest in the proposition is evident at present 
owing to wide publicity and accelerating interest 
on the part of the obstetricians. I have no ide, 
how large a proportion of the child-bearing popula. 
tion would elect this system if it were offered to 
them. Its growth, like that of breast feeding, wil] 
depend on prenatal preparation. 

On the wards a modification of the “rooming-in” 
system along the lines of Barnett’s™ experience at 
Los Alamos is planned. It is proposed to keep the 
babies in the nursery at night but to have the 
bassinettes at the mothers’ bedside for the entire 
day, except for the general visiting hours. So far 
as possible, the mothers will take complete charge 
of their babies under expert nursing supervision. 


Single 
SToups 


SUMMARY AND CONCLUSIONS 


Modern care of the newborn is concerned with 
attention to factors that may operate before and 
during birth as well as in the neonatal period. The 
health and nutrition of the mother from conception 
on may affect the embryo and fetus and may be 
responsible for congenital malformations, abortions, 
stillbirths and premature births. The prenatal 
period offers the ideal opportunity to prepare the 
mother psychologically for the nursing and care of 
her baby. 

The major causes of disease in the newborn are 
anoxic injufies, traumatic injuries, infections, con- 
genital defects and erythroblastosis. Some anoxic 
injury can be arrested or minimized by improve- 
ments in obstetric technic and through the pro 
phylactic use of oxygen. When the anoxic injury 
is accompanied by generalized edema the ad- 
ministration of fluid is contraindicated. The mor- 
tality due to erythroblastosis fetalis has fallen as 
the result of early delivery in indicated cases with 
immediate replacement transfusion. If diagnosed 
promptly, many patients’ with congenital mal- 
formations (such as tracheoesophageal fistulas, 
absence of the bile ducts, various types of intestinal 
obstruction and diaphragmatic hernias) now have 
an excellent chance of being cured by operation. 
There is good reason to believe that epidemic 
diarrhea of the newborn can be eliminated through 
improved nursery technic and the application of 
simple epidemiologic principles. 

Prenatal prophylaxis may reduce the number of 
premature infants born. Standards and recom- 
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ndations are available to improve the care of 
“ ‘nfants in premature nurseries. A major 
ie remains —the protection of the prema- 
ie infant from infection during his nursery stay. 

While the infant is in the hospital every effort 
should be made to lay the groundwork for a future 
sound mother-infant relation. The cultivation of 
this relation is helped by breast feeding and the 
adoption of some modification of the “‘rooming-in 


principle. 
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Correction. On Page 918 of the paper “Diphtheritic Myocarditis” by Drs. 
Boyer and Weinstein, which appeared in the December 9 issue of the Journal, 
the last figure in the column headed “‘Mortality” in Table 6 should be changed 
from ‘‘78.0” to “89.0.” On Page 919 of the same paper, in the second line of 


the summary, “normal” should be changed to read “abnormal.” 
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CASE 35021 
PRESENTATION OF CASE 


A fifty-seven-year-old man was admitted to the 
hospital after an x-ray study of the chest had 
revealed a recent infiltration in the right lower lobe. 


Ficure 1. 


The patient was in good health until three years 
before admission, when chills, fever, dyspnea and 
hemoptysis of 1 cupful of bright-red sputum 
appeared. He was given penicillin, and the respira- 
tory symptoms rapidly cleared, but a sense of weak- 
ness persisted for several months. X-ray films 
during the illness showed “scars.” The sputum 


was negative for tuberculosis. Two years before 
admission he developed a morning cough, produc- 
tive of a cupful of mucoid sputum, and he became 
fatigued. Six months later a second hemoptysis 
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occurred. An x-ray film showed “an apical fibrotic 
lesion on the right, and a diffuse infiltration at the 
right base with excavation.” The sputum was Posi- 
tive for tubercle bacilli. Phrenic crush, solganal-B ole- 
osum and bed rest for five months were employed 
The sputum was positive for two months and 
then became negative and remained so, X-ray films 
seven months before admission showed no change 
in the lesion in the right base (Fig. 1). He regained 
the 25 pounds he had lost prior to hospitalization, 
He worked for several months but then had several 
small hemoptyses. X-ray films taken two months 
before admission showed some spread of the lesion, 


Ficure 2. 


which was now very pronounced in the right lower 
lobe. He was given streptomycin for two weeks, 
but this was discontinued because of nausea. Sev- 
eral chest taps two weeks before admission did 
not yield any fluid. There had been no recent 
anorexia, hoarseness, chest pain or weight loss. 
Physical examination demonstrated increased 
breath sounds and tactile fremitus in the right upper 
posterior chest. Decreased breath sounds were 
present in the right base. Scattered rales were 
present in the right axilla. The remainder of 
the examination demonstrated no abnormalities. 
The blood pressure was 150 systolic, 85 diastolic. 
Laboratory examination showed a normal urine, 
with a specific gravity of 1.024, a white-cell count 
of 9700, a hemoglobin of 14.6 gm. and a sedimenta- 
tion rate of 4 mm. in 1 hour. Smears of the sputum 
were negative for acid-fast organisms. 
Chest x-ray films showed irregular areas of in- 
creased density in both upper lobes, more marked 
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on the right. The trachea was displaced to the right 
side. At the right base posteriorly there was a rela- 
tively homogeneous area of increased density, meas- 
yring 8 cm. in its greatest dimension. There were 
several radiolucent zones identified in the upper por- 
tion of the density (Fig. 2). The right leaf of the 
diaphragm was elevated. There was no obvious 
obstruction to any of the major bronchi. Bron- 
choscopy demonstrated a cherry-red lesion in the 
posterolateral division of the right lower lobe. The 
patient bled about 70 cc. from the site of the biopsy, 
which on microscopical examination showed only 


blood clot. 
An operation was performed on the seventh hos- 


pital day. 
DiFFERENTIAL 


Dr. F. Dennetre Apams: The history states 
that “phrenic crush, solganal-B oleosum and bed 
rest for five months were employed.” I start by 
confronting this audience with a question and ask- 
ing for a show of hands. How many know what 
solganal-B oleosum is? 

Dr. Donatp S. Kine: I know — since yesterday, 
that is. (Two other hands were raised.) 

Dr. Apams: I first scoured the hospital, and 
then went to work on the telephone. Finally, while 
I clung to the receiver, Dr. King gave me the 
answer, but he looked it up. Is that correct, Dr. 
King? 

Dr. Kine: Yes. 

Dr. Apams: It is a gold preparation, which has 
been claimed to be very good for arthritis and 
diseases of the lupus group, except acute lupus, and 
is of doubtful value in tuberculosis. Dr. King tells 
me that certain groups on the continent are inves- 
tigating the use of gold in tuberculosis. 

Dr. Mallory, is there anything in the record about 
the percussion note of the lungs and fremitus else- 
where than in the upper portions? (I asked about 
the percussion note and fremitus because that in- 
formation might help one decide whether he is deal- 
ing with solid tumor, fluid, localized empyema or 
collapse.) 

Dr. Tracy B. Matiory: The percussion note 
is checked as being abnormal, but that is not ex- 
plained or amplified. 

Dr. Apams: Fremitus is not mentioned except 
in the right upper lobe? 

Dr. Matiory: That is correct. 

_ Dr. Apams: Where the sign is the least depend- 
able. Did the patient run a fever during his hospital 
stay? 

Dr. Matitory: The temperature was normal 
throughout, except for a day following the bron- 
choscopy, when it was 100°F. 

Dr. Apams: The diagnosis must be largely based 
on the x-ray findings. One cannot make it on his- 
tory or physical signs alone. The patient was sent 
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into the hospital because of x-ray findings so we 
may as well see the films now. 

In spite of the normal chest film three years before 
admission, one wonders if, at the start of the ill- 
ness, the patient did not have lobar pneumonia 
that lighted up a latent tuberculosis. If the initial 
episode was tuberculosis, it is inconceivable that 
he could have been so acutely ill and recovered so 
rapidly. One could then further postulate that he 
developed empyema at that time, but absence of 
evidence of fluid in subsequent x-ray films seems 
to exclude this possibility. So we must start this 
problem with his second hemoptysis two years and 
six months following the first acute illness. Dr. 
Wyman, how far back do your films go? 

Dr. Stantey M. Wyman: About seven months» 
before entry to this hospital. 

Dr. Apams: About the time of the second 
hemoptysis. 

Dr. Wyman: These films begin seven months 
before entry to this hospital and show an infiltrative 
fibrotic area in the right-upper-lung field, with a 
small amount of similar infiltration on the left. The 
trachea is displaced toward the right. The right leaf 
of the diaphragm is slightly elevated in position, 
possibly owing to the phrenic crush described. 
There is an ill defined, round shadow of density in the 
right-lower-lung field. Four months later there is 
a suggestion of a large area of rarefaction in the 
center of the lesion, which may have increased 
slightly in density at the periphery. The next exam- 
ination, taken about one month after the second, 
shows a rather clear-cut, round shadow of consider- 
able density centrally, with indefinite, streaky den- 
sity extending peripherally. 

Dr. Apams: Can we stop here for a moment? 
This first film shows bilateral apical tuberculosis, 
with a lesion of some sort in the base, which sub- 
sequently showed a cavity. Later, this cavity 
apparently had filled and became invisible. Is that 
right, Dr. Wyman? 

Dr. Wyman: The central area is denser on the 
third film. It may be cavity filled with fluid or 
something that has grown there. 

Dr. Apams: Is the third film to be regarded as 
a healing process compared to the first film? In 
other words, is it a tuberculous lesion that is becom- 
ing fibrotic? 

Dr. Wyman: I cannot say that. There is no 
definite wall about the rarefaction as one usually 
sees in cavities in tuberculosis. This later density 
is too sharply defined and homogeneous for the 
usual tuberculous lesion of this sort. I am not able 
to picture in my own mind how this thing has come 
about. 

Dr. Apams: That makes two of us. 

Dr. Wyman: The next examination, done three 
months after the original, shows about the same 
picture that we see on the first observation. This 
changes little, if any, at the next examination four 
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months later, which is just about three weeks before 
he entered this hospital. Finally, there is a definite 
change in the appearance of the lesion, which is 
now more widely spread, running down to the cos- 
tophrenic sinus and showing areas of rarefaction 
in the upper portion. 

The bronchi can be fairly well seen. The lateral 
view shows that the lesion lies in the base of 
the right lower lobe far posteriorly. I do not know 
how much the apparent increase in size is due to 
hemorrhage in and about this lesion. 

Dr. Avams: There is no sign of foreign body? 

Dr. Wyman: Nothing that I can see—no 
opaque foreign body, at any rate. 

Dr. Apams: Are his rib spaces narrowed? Is 
there any evidence of collapsed lung in the affected 
area? 

Dr. Wyman: I do not believe so. One can see 
the major fissures in the anterior portions of the 
lungs, suggesting little or no collapse in the lower 
lobe. 

Dr. Apams: It does not look like the picture 
one sees in coccidiomycosis? Although you say 
that the cavity wall is thinner than generally seen 
in tuberculosis, it is not so thin as that which sur- 
rounds the cavity of coccidiomycosis? 

Dr. Wyman: I do not know much about cocci- 
diomycosis. 

Dr. Apams: Neither do I, but I have seen some. 
There is virtually no reaction around the cavity. 

Bronchoscopy showed a lesion. But nothing is 
said about obstruction, and the biopsy demon- 
strated only blood clot. Following this procedure 
there was a good deal of bleeding. 

I am frank to say that I cannot make a diagnosis. 
The patient once had active tuberculosis, which 
Was apparently arrested. Then he developed a 
lesion in the base. At first this must have been 
regarded as fluid because he was tapped several 
times. Then he was studied for bronchial obstruc- 
tion, but no definite evidence of this is recorded. 
It would be easier if we could presuppose that the 
high diaphragm was due to collapsed lung, but one 
cannot assume that it was because the homolateral 
phrenic nerve had previously been crushed. 

Dr. King has told me that the effects of phrenic- 
nerve crush usually endure about six months; in 
perhaps 15 per cent of cases the nerve may not re- 
generate at all, provided a thorough crush is done. 

Dr. Kinc: That is the figure usually quoted. 

Dr. Apams: It seems reasonable to assume that 
the lesion was not collapsed lung secondary to bron- 
chial obstruction or phrenic crush but was in the 
lung itself. The patient had recently had frequent 
small hemoptyses. This is not the type of hemopty- 
sis usually seen in tuberculosis. Frequent small 
hemoptyses bespeak bronchiogenic tumor. We have 
nothing to substantiate a diagnosis of foreign body. 
The disease could have been adenoma of the bron- 
chus; it could also have been carcinoma of the bron- 
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chus. I am relatively certain that the diagnosis 
was not made prior to operation but that the deci- 
sion to operate was based on the impression that 
there was a possibly removable lesion. I can 
remember in this clinic about a year ago hearing 
Dr. King struggle with one of these cases on which 
Dr. Sweet had operated; my recollection is that 
both of them said one cannot predict whether a 
lesion, such as this, is tumor or localized tuberculo. 
sis. On the whole, it seems to me most logical to 
say that this was a tuberculous lesion because we 
know that the patient had had active tuberculosis, 
To be sure, no matter which diagnosis one grabs, 
the answer is always the other. We have a spread. 
ing lesion with cavitation in a person known to have 
had active tuberculosis. We have no definite eyj. 
dence of bronchial obstruction such as one en- 
counters with adenoma or carcinoma. Cavitation 
with the two latter is unusual except in the presence 
of total obstruction. On the other hand the absence 
of fever and systemic disturbances such as loss of 
weight and strength is a differential point against 
active and spreading tuberculosis. Because I have 
to make a diagnosis, I would put my money, chiefly 
because the patient has tuberculosis elsewhere, on 
a tuberculous lesion, but would not be surprised 
if it turned out to be bronchiogenic tumor. 

Dr. Kinc: This description of the bronchoscopy 
worries me. All they say is a “‘cherry-red lesion.” 
We have no idea about the size, shape or con- 
sistence. 

Dr. Matiory: Did you do the bronchoscopy, 
Dr. Davenport? 

Dr. Lowrey: F. Davenport: There was in the 
posterolateral basal segment of the right lower lobe 
a small, red lesion, which looked like an adenoma. 
It was in the bronchus so that it could just be seen 
faintly, and in grasping the area with the forceps 
the material was taken out following which there 
was a gush of blood. The description is not correct. 
You recall, Dr. Mallory, that there were a few cells 
in the slide, and there was some difference of 
opinion whether there was enough material to make 
a diagnosis. It was your opinion that they were 
tumor cells. I thought from the appearance that 
probably it was an adenoma, purely because of 
the bleeding and the suggestive evidence that the 
bulk of it lay outside the bronchus. Perhaps I was 
seeing only a small area of infiltrated mucosa with 
blood clot. 

Dr. Kinc: Was a study done for tumor cells? 

Dr. Matiory: Just on the bronchoscopic wash- 
ings. There were questionable cells mixed in with 
blood clot from bronchoscopic aspiration. 

Dr. Kinc: Dr. Soutter says that he thinks it 
was done and was negative. 

Dr. Wyman: From my point of view I cannot 
exclude tuberculosis, but I think it is an unusual 
picture and I had leaned toward tumor, primary 
bronchiogenic and less likely degenerated adenoma. 
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Dr. Kine: You and Dr. Davenport agree, but 
[ think I would read tuberculosis in the second 
film from the left. I know the answer, so I am 


prejudiced. 
Dr. Wyman: It looks like it, but the next film 


does not. 
Dr. Kine: That is true. 


Dr. Davenport: The cavity is not like tuber- 


culosis. 
Dr. Wyman: It does not look like it to me. 


Dr. Apams: But it is a cavity ina patient known 
to have had tuberculosis. That is why Iam “hang- 
ing my hat” on tuberculosis, but no doubt I have 


picked the wrong hook. 
CuirnicAL DIAGNOSES 

Pulmonary tuberculosis, right upper lobe. 
Carcinoma, right lower lobe. 

Dr. Apams’s D1acnosis 
Pulmonary tuberculosis, right upper and lower 

lobes. 
ANATOMICAL DIAGNOSES 


Bronchiogenic carcinoma, right lower lobe. 
Pulmonary tuberculosis, healed right upper lobe, 
active right middle and lower lobes. 


PaTHOLOGICAL Discussion 


Dr. Matiory: This is the kind of case to give 
a clinician whom in the past you have treated very 
badly. 

Dr. Apams: So you keep on doing the same. 

Dr. Matiory: No. It is a case on which he can- 


‘not be wrong! 


This man had both cancer and tuberculosis. As 
you can see from the photograph (Fig. 3) the upper 
lobe is extraordinarily shrunken and consists only 
of a mass of dilated bronchi embedded in dense 
scar tissue. The present picture is that of localized 
bronchiectasis. In that area I can find neither 
grossly nor microscopically any evidence of active 
tuberculosis. The middle lobe, in contrast; is con- 
siderably enlarged. Scattered throughout it are 
many very small, firm, dense, active tuberculous 
lesions, but I am afraid they are too small to be 
visible in the picture. The main tumor mass in the 
lower lobe is a highly differentiated epidermoid 
carcinoma obviously arising from the lobar bron- 
chus, but all around the tumor, especially toward 
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the base, is active tuberculosis. We do not doubt 
that he had a cavity, but we did not find any at the 
time of-resection. It may well have filled in with 
tumor. 
Dr. Apams: What was the rationale of operation? 
Dr. Lamar Soutrer: Dr. Sweet operated on 


him, and our opinion preoperatively was that the 


Figure 3. 


patient certainly had tuberculosis. We did not 
believe it was active in the presence of two negative 
sputum examinations; he had no high temperature, 
elevated white-cell count and so forth. We believed 


that the most logical explanation for the lesion’s 
When Dr. Sweet 


increase in size was carcinoma. 


opened the chest. he thought pneumonectomy was 


the only possible operation because the amount of 
tissue left behind would not be valuable. Leaving 
the middle lobe in would be technically difficult 
and not of any value, and it would be much better 
to’ remove the whole lesion. 

Dr. Wyman: Was there hemorrhage about the 
lung adjacent to the tumor? 

Dr. Mattory: Nothing very striking was noted. 


CASE 35022 


_ PRESENTATION OF CASE 


forty-one-year-old Jewish housewife was 


admitted to the hospital because of increasing swell- 
ing of the abdomen. 
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Three months before admission the patient noted 
some discomfort and pain in the left upper quad- 
rant, which occasionally radiated across the 
abdomen to the right midabdomen. One month 
before admission she noted an increasing swelling 
of the abdomen, with a mass in the left side. The 
mass became acutely tender for a week, and then 
the tenderness subsided. She gave a past history 
of having had an appendectomy at the age of 
twenty-one and an excision of a mole from the 
abdomen at thirty-one. Six years before entry 
she had noted some epigastric pain. A gastroin- 
testinal series at that time was reported to be nega- 
tive. Two years before the present admission she 
had a pigmented lesion on the lateral aspect of the 
right ankle excised, and the defect grafted. The 
lesion measured 1.5 by 3.5 cm. in diameter, and the 
pathological diagnosis was malignant melanoma. 
There were two questionably enlarged lymph nodes 
in the right groin, and four weeks later a right 
radical groin dissection was done. Pathological 
examination showed no evidence of cancer. At 
this time there was no evidence of intra-abdominal 
disease on physical examination. Pelvic examina- 
tion was not done. 

On physical examination the abdomen was pro- 
tuberant, and there was a huge, fixed, round mass 
in the region of the spleen. The uterus contained 
several fibroids. There was no palpable lymphade- 
nopathy. The blood pressure was 130 systolic, 
80 diastolic. 

Laboratory examination demonstrated a red-cell 
count of 3,370,000, with a hemoglobin of 9.2 gm., 
and a white-cell count of 10,400, with a normal 
differential. The urine was normal. Vaginal smear 
was negative for tumor cells. 

X-ray examination of the abdomen, including a 
pyelogram, suggested a large, ill defined, intraperi- 
toneal mass in the left midabdomen. The stomach 
was displaced upward and to the right, as were sev- 
eral loops of small bowel. There was no definite 
calcification in the mass. 

An operation was performed. 


DIFFERENTIAL DIAGNOSIS 


Dr. Frep A. Simmons: It would be helpful to 
know the duration preoperatively of this pigmented 
lesion. The lesion is described as measuring 1.5 by 


3.5-cm: in diameter. It occurred to me in reviewing 


this case that it would often be valuable in these 
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exercises to have preoperative and Postoperative 
photographs in cases with superficial lesions. These 
would help characterize the lesion and also aid ip 
evaluating the extent of the operation. This lesion 
was approximately average in size for a malignant 
melanoma, since the mean is 3 cm., according to 
Taylor and Nathanson.! 

A right radical groin dissection was done. It 
would be valuable to know whether this dissection 
included removal of the lymph nodes up to the bi. 
furcation of the external and internal iliac vessels 
The pathological examination of the nodes showed 
no evidence of metastasis. A careful search of the 
current literature and two texts on the subject of 
cancer failed to emphasize a point that should be 
brought out here. The disease and other malig. 
nant neoplasms often skip the normal distribution 
into the adjacent nodes, and the disease has often 
progressed into the abdominal or thoracic cavity 
while the adjacent lymph nodes are reported to be 
normal. 

It would be of interest to know if the physical 
examination was done by a medical man or a sur 
geon, for the medical man often finds spleens that 
the surgeon does not report. The next sentence 
implies that the physical examination must have 
been medical, for it says ‘“‘no pelvic examination 
was done.”” The protuberance may have been due 
to ascites, but’there is no further mention of this. 

A vaginal smear was negative for tumor cells. 
I think we may assume that the patient entered 
this time on the Gynecologic Service. 

X-ray examination of the abdomen included a 
pyelogram. It would be interesting to know if 
the roentgenologist was willing to express am 
opinion whether the large mass was intraperitoneal 
or retroperitoneal. It would be more definitive if 
“‘large”’ could be modified by some measurement. 
It would be a great help here to have had a barium 
enema. The absence of calcification would tend to 
rule out dermoid cyst. 

According to previous exercises in this room the 
negative history of gastrointestinal, genitourinary, 
gynecologic and neuromuscular systems implies 
that such history was negative and, therefore, not 
reported. This leaves us with a lesion that, for lack 
of any other involvement, must have been retro 
peritoneal, adrenal or possibly splenic. For the sake 
of brevity I will omit consideration of the usual 
medical causes for splenomegaly and can probably 
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safely omit discussion of trauma of the spleen. If 
the enlargement was not noticed two years before, 
it must have been a rapidly growing neoplasm. 
Since it is almost a 75 per cent bet that the findings 
in this case will be that of metastatic melanotic 
sarcoma, I think it would be well to review some 
of the observations about this disease. According 
to Taylor and Nathanson,} this tumor metasta- 
sizes early and by way of both the lymphatics and 
blood stream. In their 265 cases only 25 per cent 
had five-year cure, 56 per cent of the primary cases 
had lymph-node metastases, and 74 per cent of the 
secondary cases had lymph-node disease. Pack,’ 
of New York, finds 50 per cent lymph-node involve- 
ment in cases submitted to prophylactic resection. 
De Cholonky,? in 1941, studied 117 cases from the 
New York Post-Graduate Hospital and states 
“melanoma is invariably fatal if not controlled by 
surgery’and found metastatic disease occurring 
anywhere from three months to thirteen years after 
onset, while death occurred from six months to 
eleven years. His survival rate was more pessimis- 
tic — 42.3 per cent for the five-year group but only 
9.2 per cent for ten-year survival. Before the pes- 
simistic aspect of this becomes too dismal it might 
be well to mention 2 cases of personal observation 
that have survived eight to ten years following a 
lesion on the fourth toe and another, in a doctor’s 
wife, picked up early on the great toe in which the 
patient remained well following radical excision of 
that tumor and groin dissection. It is possible that 
the patient in the case under discussion had 
a bizarre finding such as an ovarian cyst on a long 
pedicle lying in the left upper quadrant. The most 
likely reason for the operation must have been an 
attack on the spleen itself or merely exploration for 
diagnostic purposes. 

Unless a totally different neoplasm was dis- 
covered at this operation, I would expect the find- 
ings to be those of extensive metastatic melanotic 
sarcoma involving the retroperitoneal area and pos- 
sibly other abdominal organs. Dr. Smithwick had 


liver, the kidneys and the small intestine. 
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a case in this hospital recently with a small primary 
lesion on the right upper arm, autopsy two years 
later showing the disease involving the lungs, the 
I do 
not know of any cases that include splenic involve- 
ment, nor did I find any in the literature, but I 
understand that there is one such case in a male 
patient in this institution. 


Curnicat Diacnosis 


Ovarian cyst? 


Dr. Simmons’s D1acnosis 


Metastatic melanotic sarcoma. 


ANATOMICAL DIAGNOSES 


Metastatic melanotic sarcoma. 


PaTHOLOGICAL DiscussION 


Dr. Tracy B. Matuory: It was believed on the 
wards that there was sufficient possibility that this 
large abdominal mass was something other than 
metastatic melanoma to warrant exploratory 
laparotomy. The patient was operated on with 
a preoperative diagnosis of “‘question of ovarian 
cyst.” As soon as the abdomen was opened 
considerable quantities of serosanguineous fluid 
escaped through the incision. 

As the abdomen was explored great masses of 
metastatic tumor were found. They appeared to 
be both retroperitoneal and intraperitoneal, and 
tumor was present in the omentum, the mesentery 
and in the liver. Biopsies from several areas all 
showed malignant melanoma. 


REFERENCES 


1. Taylor, G. W., and Nathanson, I. T. Lymph-Node Metastases: Inci- 
ence and surgical treatment in neoplastic disease. 498 pp. New York: 


OxfordUniversity Press, 1942: 113-126. 


2. Treatment of Cancer and Allied Disease. Edited by G. T. Pack and 
E. M. Livingston. 3 vol. 2598 pp. New York: Paul B. Hoeber, Inc., 


3. DeCholonky, T. Malignant melanoma: clinical study of 117 cases. 
Ann. Surg. 113:392-410, 1941. 


3, 1949 
rative = 
These 
aid in 
lesion 
Ng to 
tt 
Ction 
1€ bj. 
8Sels, & 
f the 
ct of 
d be 
lig. 
ition 
often 
Vity 
be 
~ 
sical 
sur- | 
that 
ence 
lave 
tion 
due 
this, 
ells. 
ered 
da 
if 
an 
neal 
‘ 
e if g 
om | 
1940, 
| to 
| 
lies 
not 
ack 
| 
ake 
ual 
> 


74 THE NEW ENGLAND JOURNAL OF MEDICINE 


The New England 
Journal of Medicine 


Formerly 
The Boston Medical and Surgical Journal 
Established 1828 


Official Organ of 


Tue MassacuusetTts Mepicau Society 
and 
Tue New Hampsurre Mepicat Society 


Ownep sy THE MassacHuseTts MeEpIcAL SOCIETY AND 
PusiisHeD WEEKLY UNDER THE JURISDICTION OF THE 
CoMMITTEE ON PUBLICATIONS 
Richard M. Smith, M.D., Chairman 


ames P. O’Hare, M.D. Conrad eee, M.D. 
iver Cope, M.D. John Fallon, M.D 


Joseph Garland, M.D., Eprror 


Associate Epitors 
Thomas H. Lanman, M.D. 


Henry Jackson, Jr., M.D. 


Clara D. Davies, Executive Epiror 
Robert O’Leary, Assistant Epiror 


Denald Munro, M.D. 


Epiror1at Boarp 


Maxwell Finland, M.D. 
James M. Faulkner, M.D. 
Carroll B. Larson, M.D. 
frames D. Moore, M.D. 

C. Stuart Welch, M.D. 
Vernon P. Williams, M.D. 
Benjamin Castleman, M.D. 
Hugh R. Leavell, M.D 


C. Guy Lane, M.D. 

Henry R. Viets, M.D. 
Robert M. Green, M.D. 
Dwight O*’Hara, M.D. 
Fletcher H. Colby, M.D. 
Robert L. Goodale, M.D. 
Chester M. Jones, M.D. 
Harvey R. Morrison, M.D. 


Susscrirtion Terms: $7.00 per year in advance, postage paid, for the 
United States (medical students, $4.00 per year); Canad a, $8.00 per year 
emery funds); $9.50 per year for all foreign countries belonging to the 

‘ostal Union. 


Mareriat should be received not later than noon on Thursday, three 
weeks before date of publication. 


Tae Journat does not hold itself responsible for statements made by any 
contributor. 


Communications, including those concerning classified advertising but 
not those regarding other advertising, should be addressed to the New England 
tox of Medicinz, 8 Fenway, Boston 15, Massachusetts. Telephone 


REPRESENTATIVE (except for classified 
advertising): Edwin B. Tyler, 89 State Street, Boston, Massachusetts. 
Telephone LA 3-5516 


ALPHA AND OMEGA 


In 1nFANCY and crabbed age an immortality 
and a fate are presented to mankind. The former, 
because full of promise, is easier to contemplate 
and also easier to serve, as witness the readiness 
with which funds, 
tained for infant and child welfare, and the in- 


public and private, are ob- 


creasing scope of effective medical care in this field. 
As infant mortality has decreased, however, and 
an ever larger proportion of survivors, healthy to 
start with, is kept in health, the inevitability of 
old age increases, but not necessarily its miseries. 

In this issue of the Journal Clifford recounts the 
achievements of preventive medicine in the life 
of the embryo and fetus as well as in the newborn 
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child. The old wives’ tales of a child being 
“marked” by an experience of the pregnant mother 
have here modern scientific support. Infections, 
attempted abortions and poor diet may mark an 
unborn child with a congenital malformation and 
may predispose him to the hazards of prematurity 
or to death by miscarriage or stillbirth. Also, the 
infant may receive favorable marks from the 
moment of conception by appropriate medical 
supervision. In the prenatal period not only are 
the ill effects of infection, trauma, incompatible 
blood and inadequate diet prevented but also the 
mother in a more positive sense may be prepared 
psychologically for the nursing and care of her child. 
In this particular the “‘rooming in” system whereby 
mother and baby may remain together returns 
them to the relations of the home and yet affords 
the scientific protections of the modern hospital, 

If babies do not arrive naturally and full-fledged, 
trailing clouds of glory, but require hard, precise 
supervision for nine months after the time of con- 
ception, neither is the traditional misery of old age 
as inevitable as supposed. For eight years a 
geriatric clinic in Boston has been stating the medi- 
cal problems of old age, asking in what ways health 
and disease differ in the evening of life and what 
one does about them. Happily, Monroe, also in 
this issue of the Journal, has made available the 
benefit of his experience. It appears that, in the 
childhood as in the first, 


extremely important, that no play makes these old 


second nutrition is 


Jacks the dull boys that they so often are, and that 
unoccupied old minds like their young counterparts 
get into slothful or other bad habits. 

The extension of individual preventive medicine 
into the fetal period and the support it gives to 
certain of Grandma’s observations may be viewed 
with great satisfaction. It is a source of gratifica- 
tion that in lying-in hospitals mother love at last 
is asserting itself over the nursing supervisors 
efficiency and the pediatrician’s feeding schedule. 
It is not so gratifying to realize that one of the few 
manifestations of filial piety in modern life is the 
development of geriatrics as a medical specialty, 
pleasing as it is to contemplate the renewed intef- 


est in this phase of medical care. 
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ARE WAR YEARS GOOD YEARS? 


SyorTLY before his death, the late John Winant 
asked an audience: “Are you doing as much for 
peace as you did for this country and civilization 
‘n the days of war?” It is a question well worth 
pondering. It leads one eventually to consider the 
‘ncentives for working actively toward peace. 
Bizarre as it may seem, such incentives do not 
appear to be very clear in the minds of the American 
people. To a European whose home was destroyed, 
whose business was disrupted and who may have 
been starved, incarcerated, or tortured during the 
recent war, peace is obviously better than war if 
only for purely materialistic reasons. To the 
American who suffered no such privations the evi- 
dence that peace is preferable to war may be far 
less vivid. In fact, according to a recent analysis,* 
most statistical indexes indicate that war years 
are more prosperous than peace years. Industrial 
production, factory employment, hourly earnings 
and the gross national product all began to rise 
about 1937 and continued to rise steadily during 
the war years. They seem to have been influenced 
little, if any, by the war. The indexes ordinarily 
used to measure business cycles (bank clearings 
outside New York City, freight-car tonnage, in- 
dustrial production, business failures and whole- 
sale commodity prices) show that the periods 
covered by World War I and II have all the ear- 
marks of prosperity. Public assistance (relief) and 
business failures declined precipitately from 1940 
onward. Business profits, like production, “‘were 
greater than usual in the war year 1917, and again 
the years of the second world war, 1942-45.” 
Indexes, indicative of social conditions, such as 
marriages, births, deaths and divorces, seem to have 
been very little affected by the war and certainly 
were not adversely affected. The statisticians were 
able to produce very little evidence that war is eco- 
nomically undesirable, although their data do show 
that taxes and the public debt went up while 
public works declined during the war years. Nor 
does their evidence touch on the obvious fact that 
most of our enormous wartime production was not 
available or suitable for civilian use. 


ret and Adams, J. Are our wars good times? Scient. Monthly 
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In spite of the incompleteness of purely financial 
evaluations of the effects of war, such reports un- 
questionably exert an insidious influence on many 
people. Confronted with such evidence and recall- 
ing his high pay and full employment during war- 
time what is the American worker to conclude? 
The businessman also, viewing his increased profits 
and the seller’s market, can hardly regard war as 
altogether bad. It is perhaps too much to expect 
these groups to look beyond such statistics and their 
own wartime business experience to see the 
unmeasured and perhaps incalculable damage 
wrought by war on a participating population, no 
matter how far removed from the actual fighting. 
The authors of the treatise in question candidly 
state: “The positive association of good times in 
the United States during the war probably has a 
bearing upon our willingness to engage in another 
war.” One might put it even more strongly. 

Physicians, especially those who served in the 
armed forces, are in a better position to penetrate 
the veil of material prosperity and visualize the 
Like the public debt, 


the disruption of scientific education at all levels 


malignant effects of war. 


and, to some extent, of scientific research will weigh 
heavily in the future.. The vast wastage, not only 
of materials but especially of scientific talents and 
skills, was painfully apparent, unavoidable though 
such wastage may have been. The tangible and 
intangible effects of wartime fear and insecurity 
should be apparent to the physician, of all people. 
These and many more features, whether the statis- 
tician’s indexes uncover them or not, must ulti- 
mately be taken into account by everyone, doctor 
or layman. 

Finally, as the authors point out, this country 
may not escape vast internal damage if it engages 
in another war. Whether war can be avoided is 
problematic. In any case, the country should not 
enter on any such project without full and sober 
consideration of the evils of war that business and 
financial statistics do not reveal. The physician 
has first-hand knowledge of many of these relatively 
occult features, and if he does his part to make the 
layman aware of them, and to keep them crystal 
clear in his own mind, he can answer Mr. Winant’s 
question with a resounding yes! 


other 
‘ions, 
k an 
and = 
urity 
the 
the 
dical | 
y are 
tible 
) the 
ared 
hild, 
Teby 
urns 
‘ords 
vital, 
| 
ecise 
con- ‘ 
: age 2 
a 
1edi- 
salth 
what 
O in 
the 
the | 
is | : 
old | 
that | 
arts | 
icine | 
to | 
wed 

ae 

fica- 
last 
sor’s 
Jule. 
few 
the 
alty, 
\ter- 


76 THE NEW ENGLAND JOURNAL OF MEDICINE 


SURVEY OF MEDICAL EDUCATION 


Becinninc with the new year, the Council on 
Medical Education and Hospitals of the American 
Medical Association and the Association of Ameri- 
can Medical Colleges have put on foot a three-year 
joint survey of medical education in the United 
States. To further this project a committee of seven 
has been appointed, composed of leaders in medical 
education, and Dr. John E. Deitrick, of New York, 
has been selected as the full-time director of the 
survey. Dr. Deitrick, a graduate’of Johns Hopkins 
University School of Medicine, is associate pro- 
fessor of medicine at the Cornell University Medical 
College, and medical director and director of post- 
graduate instruction of the Second Medical Divi- 
sion, Bellevue Hospital. 

The objects of the study, as stated by the com. 
mittee, are to evaluate the present programs and 
determine the future responsibilities of medical 
education in its broadest aspects, in order to 
improve medical education better to meet the needs 
of the American people for the prevention of disease, 
the expedition of convalescence and the mainte- 
nance of health; to assess the degree to which medi- 
cal schools are meeting the needs of the country 
for physicians; to promote the advancement of 
knowledge in the field of medical science; and to 
inform the public concerning the nature, content, 
and purposes of medical education. 

The present survey is the third that has been 
made in forty years. The first resulted in the Flex- 
ner Report, published in 1910 by the Carnegie 
Foundation for the Advancement of Teaching; 
the second resulted in the Weiskotten Report, pub- 
lished ten years ago. 

This timely survey will undoubtedly consider 
various factors that concern the future of medical 
education—the problem of preparedness for 
national emergencies, the social aspects of medi- 
cine in all their ramifications, the place that medical 
practice will occupy, and the sources of the funds 
with which the costs will be defrayed. 

The world has become a social laboratory in 
which medicine must play its part in interpreting 
the reactions. 
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HISTOPLASMOSIS IN MASSACHUSETTs; 


PREVIOUSLY in these columns* mention was made 
of the possible significance of histoplasmosis ag the 
cause of the unexplained cases of disseminated areas 
of calcification visible in x-ray films: of the lungs 
in nonreactors to tuberculin who give positive skin 
reactions to histoplasmin. Attention was called 
to the recent surveys, particularly those carried 
out in Kansas City, Missouri, and in Tennessee, 
which uncovered a large number of such persons, 
Studies among nurses also revealed a high incidence 
in the eastern central area of the United States, 
and the frequency of their occurrence diminished 
progressively in proportion to the distance from 
this area. It was noted at that time that histoplas. 
mosis was not known to occur in New England 
but that it had been reported from areas as close 
as New York and Washington, D. C. 

In a letter from Mautner, which appears else- 
where in this issue of the Journal, evidence is pre- 
sented suggesting that infections with histoplasma 
might indeed occur in an unrecognized form in 
Massachusetts. The evidence, to be sure, is far 
from conclusive. It is based upon the demonstra- 
tion of local reactions in the skin of patients at the 
Wrentham State School following intracutaneous 
injection of histoplasmin. Of 200 patients tested 
with 0.1 cc. of a 1:1000 dilution, only 2 showed mild 
reactions that were delayed, and injection of 
a larger amount — namely, 0.1 cc. of a 1:100 dilv- 
tion — yielded 19 reactors among 100 patients, 
and the reactions were more intense and occurred 
earlier. All but one of the histoplasmin reactors 
showed positive tuberculin tests. The negative 
tuberculin reactor who was tested with the smaller 
amount, and 4 of those who reacted to the larger 
amounts of the histoplasmin showed some areas of 
pulmonary calcification in roentgenograms of the 
chest. Mautner’s findings, though inadequately 
controlled and not proving conclusively that his 
reactors had histoplasmosis, suggest that this im 
fection should be considered in the differential diag- 
nosis of patients with diffuse pulmonary lesions im 


which other more likely diagnoses can be ruled out. 


*Editorial. Nontuberculous pulmonary calcification. New Eng. J. Med. 
237:171, 1947. 
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DEATHS 
CARTER — Arthur C. Carter, M.D., of South Dartmouth, 


. November 26. He was in his forty-ninth year. 
eS Cores received his degree from Tufts College Medical 
School in 1936. He was formerly superintendent of Sassaquin 


Sanatorium in New Bedford. ; 
His widow, his father and two daughters survive. 


Currier — W. Eugene Currier, M.D., of Leominster, 
died on November 23, 1948. He was in his seventy-eighth 
at Currier received his degree from Harvard Medical 
School in 1898. He was formerly school physician in Leomin- 
ster and a member of the staff of Leominster Hospital. 

His widow and two nephews survive. 


Grorce — Arial W. George, M.D., of Wellesley Hills, 
died on December 23. He was in his sixty-seventh year. 

Dr. George received his degree from Tufts College Medi- 
cal School in 1906. He was radiologist at Brooks Hospital, 
Brookline, Glover Memorial Hospital, Needham, and 
Massachusetts Institute of Technology. He was a former 
chancellor of the American College of Radiologists, a mem- 
ber of the New England Roentgen Ray Society, American 
Roentgen Ray Society and Radiological Society of North 
America, Inc., and a fellow of the American Medical Asso- 


ciation. 
His widow, two sons and a sister survive. 


OverLaAnpeR — Charles L. Overlander, M.D., of Boston, 
died on December 16. He was in his seventy-sixth year. 

Dr. Overlander received his degree from Harvard Medi- 
cal School in 1905. He was a member of the American 
College of Physicians and a fellow of the American Medical 
Association and was director of the Pathological Labora- 
tory at Brooks Hospital, Brookline. 

His widow and a brother survive. 


Quist — F. Julius Quist, M.D., of Worcester, died on 
December 20. He was in his seventy-fourth year. 

Dr. Quist received his degree from Rush Medical College 
in 1905. He was a fellow of the American Medical 
Association. 

His widow, a brother and a nephew survive. 


SiLveRsTEIN — Maurice L. Silverstein, of Boston, died 
in the military service on February 16, 1946. He was in 
his forty-eighth year. 

Dr. Silverstein received his degree from Boston Univer- 


sity School of Medicine in 1923, 


MISCELLANY 


AWARD TO NATIONAL INSTITUTES OF HEALTH 


Dr. Rollo E. Dyer, director of the National Institutes of 
Health of the United States Public Health Service, received 
on December 7, 1948, in behalf of his organization the 1948 
Award of Distinction from the American Pharmaceutical 
Manufacturers’ Association in recognition of the Institutes’ 
“great contributions to public health through fundamental 
medical research for the profound benefit of mankind.” 
Presentation of the award was made by Dr. Ernest E. Irons, 
president-elect of the American Medical Association. 

The National Institutes of Health include the National 
Cancer Institute, the National Heart Institute, the National 
Institute of Dental Research, the National Institute of Mental 
Health, the Institute of Experimental Biology and the 
Institute of Microbiology. 


CANCER RESEARCH UNIT AT COLUMBIA 


Columbia University has announced its plans for a 

,U00, cancer research unit to be constructed on top of 
the present Vanderbilt Clinic at the Columbia-Presbyterian 
Medical Center. Half the construction cost will be pro- 
vided by the National Advisory Cancer Council and half by 
Columbia University. 
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AMERICAN COUNCIL ON RHEUMATIC FEVER OF 
AMERICAN HEART ASSOCIATION 


Dr. Rustin McIntosh, director of the Pediatric Service, 
Presbyterian Hospital, and Carpentier Professor of Pediatrics, 
Columbia University College of Physicians and Surgeons, 
has been elected 1949 chairman of the American Council 
on Rheumatic Fever of the American Heart Association. 

Mr. Lawrence Linck of Chicago was elected vice-chairman. 

Newly elected members of the Council’s Executive Com- 
mittee include, in addition to Dr. McIntosh, Mr. A. W. 
Robertson (ex officio), chairman of the Board of the American 
Heart Association, Pittsburgh; Dr. Hugh McCulloch, St. 
Louis; Dr. Walter Bauer, Boston; Dr. David D. Rutstein, 
Boston; Dr. Edward Harmon, Valhalla, New York; Dr. M. J. 
Shapiro, Minneapolis; Dr. T. Duckett Jones, New York 
City; Dr. Homer F. Swift, New York City; and Dr. George 
M. Wheatley, New York City. 


QUARTER, QUARTER, WHO HAS THE QUARTER? 


S. 1320 [Wagner—-Murray-Dingell Bill], Section 204. 


(a) Every individual shall be eligible for benefits under 
this title throughout any benefit year if -— 


(1) he has received (or, in the case of incomes from self- 
employment, has accrued) — 


(A) not less than $150 in wages during the first four 
of the last six calendar quarters preceding the beginning 
of the benefit year; or 

(B) not less than $50 in wages in each of six calendar 
quarters during the first twelve of the last fourteen 
calendar quarters preceding the beginning of the benefit 
year (not counting as one of such fourteen calendar 
quarters any quarter in any part of which the individual 
was under a total disability which continued for six 
months or more); 


(2) he is entitled, for the first month in the benefit year, 
to a benefit under title II of the Social Security Act, as 
amended, or to an annuity under the Civil Service Retire- 
ment Act, as amended; or 


(3) he is on the first day of the benefit year a dependent 
of an individual who is eligible under paragraph (1) or 
paragraph (2). 


OUTPATIENT TREATMENT OF VETERANS 


Nearly 2,000,000 veterans received outpatient treatment 
from the Veterans Administration during the fiscal year 
ending June 30, 1948. The treatments were given at 
regional offices, hospitals and clinics, and by private phy- 
sicians co-operating with the Veterans Administration in 
providing home-town care for veterans with service-con- 
nected disabilities. 

Treatments averaged 3 per veteran, or a total of 
5,223,680. Patients treated numbered 1,937,842. 

Private physicians treated 761,185 veterans, or about 40 
per cent of the total. The physicians were paid $11,437,870 
for 2,735,450 treatments, or an average of $4.18 per treat- 
ment or $15.03 per veteran undergoing medical care. 

Veterans Administration staff doctors during the year 
treated 1,176,657 individual veterans, providing a total of 
2,498,230 treatments. 


CORRESPONDENCE 


HISTOPLASMIN REACTIONS 


To the Editor: The publications concerning histoplasmosis 
have proved the importance of this interesting infection. Up 
to this time we at the Wrentham State School have had no 
possibility of publishing our experiences. 

In the fall of 1946, we were supplied with a small amount 
of extract by Dr. Herman Vollmer. In our first series 0.1 cc. 
of a solution of 1:1000 was administered intracutaneously 
to 200 patients, 2 of whom showed, on the third day, a mild 
local reaction, which disappeared on the fourth day. One 
of them had a positive Pirquet reaction. In the other, 
a seventeen-year-old boy, the Pirquet reaction was nega- 
tive, and x-ray examination showed a peculiar appearance of 
the lungs, resembling tuberculosis. 
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In January, 1947, we were supplied with a stronger extract 
of 1:100; 0.1 cc. of this solution was administered to 
100 patients. Nineteen showed a local reaction on the fol- 
lowing day. In 9 of them the reaction was quite strong, but 
only 6 were positive on the next day. All 19 patients showed 
a positive tuberculin reaction. X-ray films of 4 showed cal- 
cification of the lung, which could easily have been Ghon 
nuclei or calcified lymph nodes. One film even looked some- 


what peculiar for tuberculosis. 


The examinations have not been continued, since it was 
difficult to obtain the extract at that time. Nevertheless, 
it seems that isolated infection with histoplasma, without 


severe sequel, occurs in Massachusetts. 


The patients examined were in the care of the Wrentham 
State School, and the last series of 100 were in a building 


where the older women live. 


Hans Mautner, M.D. 


Wrentham State School 


HOW TO MAKE FRIENDS AND 
INFLUENCE PEOPLE 


To the Editor: The following safe advice, presented to the 
meeting of secretaries and editors at St. Louis, speaks for 


itself: 


FRISCO DOCTOR PRESENTS HIS OWN PRO- 
GRAM. In this day and age when everybody is talking 
himself hoarse about medical plans and programs, Dr. 
Anthony B. Diepenbrock, of San Francisco, comes up with 
his own 13-point health program which, he says, “might 
be interesting to our colleagues’’: 


1. Continue to sit on your fat derriere and do nothing. 

2. Be apathetic and, like 5,000,000 registered Republi- 
can voters who failed to vote, do not bother to make 
your opinion known. If you think, as they did, that your 
opinion or your vote is not worth anything, the opposition 
will agree with you and act accordingly, as they have. 

3. Write an occasional letter to your congressman, 
tell him off, and then explain proudly to the intern in 
the surgical dressing rooms how smart you are and what a 
stinker your congressman is. 

4. Tell everybody you see that the gag is up, and we 
might as well prepare for the inevitable. 

Hy Moan and groan and issue explosive and unprintable 
epithets. 

6. Refer to your medical leadership as a group of im- 
potent, ineffective and bumbling ignoramuses. 

7. Make speeches before sympathetic lay audiences, 
and convert those who already believe in free enterprise. 

8. Don’t bother to tell your county society heads, 
your state society heads, or your national association 
heads what you want them to do. Expect them to find a 
way for you without your guidance. 

9. Scream about high medical society dues and forget 
that our friends in the trades unions demand many times 
what we pay: in other words, make the situation as difh- 
cult as possible, then grumble about it. 

10. Oppose any program developed by the majority 
of your colleagues because it demonstrates your superior 
wit and your general greatness. 

11. Remain superbly and learnedly dignified when 
em Doakes asks why you oppose state medicine. Brush 
im aside with any insult you can think of. Joe will like 
you for that. 

12. Don’t bother to use the selling methods which ac- 
tually bring messages before the public. Continue to de- 
pend on occasional radio feature programs. Billboard 
advertising, newspaper advertising, national magazine 
advertising, radio advertising and above all, continuous 
and daily radio spot programs over national hookups 
and all such like are too commercial, too troublesome, too 
expensive and too undignified: don’t use them. 

13. Above all, disregard the “little guy’’ — the one with 
a vote. Tell him nothing; push him around. He doesn’t 
know anything anyhow. 

H. Quimsy Gatuupe, M.D. 


8 Fenway, Boston 
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SOUTH CAROLINA LEADS 


To the Editor: In the December 2 issue of the 
read with interest your editorial on the Mas 
Medical Benevolent Society, “the oldest of its kind ; 
tinuous existence in the United States,” calling Be con. 
to its ninety years of useful and beneficent activities i. 
respectfully direct your attention to Charleston A. ba 
Most Historical City, where, on January 12 "1949. ma! 
Society for the Relief of the Families of Deceased ‘4 The 
abled Indigent Members of the Medical Profession Bais: 
State of South Carolina, today referred to as the Widow 
and Orphans Society, is having its Centennial Ban bi: 
In its early days the treasurer’s books carry the ‘ca 
of the Medical Benevolent Society. The Society was a 
ized in 1848 and was incorporated on December 19 “Te 
Annually, it has contributed to its beneficiaries. One f 
for its continued growth is a wise provision in the Consaan 
tion to the effect that a fourth of the annual income wail 
reinvested. According to its Constitution: “any Person ; 
good moral character’? may be a member. “The mena 
of the Society shall annually assemble and dine or a 
together, in the City of Charleston, on the second (nd 
Wednesday of January in every year.” The Stewards are “ 
provide and the Treasurer is to pay for the supper. : 


Leon Banov, Jr. MD. 


Journal, | 


Sachusetts 


10414 Rutledge Ave., 
Charleston 16, S. C. 

Note: Apologies and congratulations to the medical 
fraternity of South Carolina. — Ep. 


BOOKS RECEIVED 


The receipt of the following books is acknowledged 
and this listing must be regarded as a sufficient return 
for the courtesy of the sender. Books that appear to be 
of particular interest will be reviewed as space permits, 
Additional information in regard to all listed books 
will be gladly furnished on request. 


War, Politics, and Insanity. By C.S. Bluemel, M.A., M.D, 
M.R.C.S. (Eng.). 8°, cloth, 121 pp. Denver: The World Press, 
Incorporated, 1948. $2.00. 


The author in this monograph discusses the psychologic 
qualities of political leadership and the disorders of person- 
ality with which aggressive leadership is commonly as 
sociated. 


Modern Clinical Psychiatry. By Arthur P. Noyes, M.D, 
superintendent, Norristown State Hospital, Norristown, 
Pennsylvania. Third edition. 8°, cloth, 525 pp. Philadel- 
phia: W. B. Saunders Company, 1948. $6.00. 

This third edition of a textbook, first published in 1934 
and revised in 1939, has been largely rewritten, and three 
chapters have been added on psychotherapy, shock and other 
physical therapies and child psychiatry. The material on 
the psychoneuroses has been amplified, and that on psycho 
somatics has been extended. The book is based on lectures 
originally presented to senior medical students. The material 
oo organized and well written, and the publishing is ex- 
cellent. 


Subacute Bacterial Endocarditis. By Emanuel Libman, M.D, 
and Charles K. Friedberg, M.D., adjunct physician, Mt 
Sinai Hospital, New York City. Edited by Henry A. Chris- 
tian, A.M., M.D., LL.D., Sc.D. (Hon.), M.A.C.P., Hon. 
F.R.C.P. (Can.), D.S.M. (Am. Med. Assoc.). 8°, cloth, 113 
pp., with 19 illustrations. New York: Oxford University 
Press, 1948. $3.50. Reprinted from Oxford Loose-Leaf Medt- 
cine with the same pagination. 

This monograph is a reprint from the Oxford Loose-Leaf 
Medicine, published in book form, making it available to in- 
terested physicians who do not have the system. The text 
reflects the latest information on the subject. A large bibli- 
ography concludes the text. The publishing is well done. 


Chronic Ill-Health, Relieved by Drainage of the Para-Nasal 
Sinuses. By Rosa Ford, M.B. (Lond.), D.O. (Oxon.). 1, 
cloth, 104 pp., with 13 illustrations. London: Henry Kimp- 
ton, 1948. 6/6 net. 
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Vo 


r, in this short monograph, presents 47 cases of 

The relieved by drainage of the nasal sinuses. 
ag OH of the condition was made largely through an 
The sive study of the fields of vision. A short bibliography 
ey list of cases conclude the text. There is a good index. 
Th ublishing is excellent. The price is reasonable. The 
josh should prove interesting to ophthalmologists and 


rhinologists. 


Modern Trends in Dermatology. Edited by R. M. B. Mac- 
Kenna, M.A., M.D. (Camb.), F.R.C.P. (Lond.), physician- 
in-charge, dermatological department, and lecturer in derma- 
tology, St- Bartholomew’s Hospital, London, physician to 
St John’s Hospital for Diseases of the Skin, London, honor- 
nt in dermatology to the British Army and exam- 
Royal Army Medical College. 8°, cloth, 
New York: Paul B. Hoeber, 


ary consulta 
iner in dermatology, 
432 pp., with 32 illustrations. 
Incorporated, 1948. $8.50. 

This composite work of twenty-three dermatologists pre- 
sents the modern conception of dermatology in varying 
aspects. The first chapter constitutes a short history of der- 
matology, followed by special chapters, including psycho- 
logic aspects, problems in tropical and subtropical areas, 
the prevention of cutaneous diseases (excluding industrial 
diseases) and the rehabilitation of dermatologic patients. 
The question of rehabilitation has received needed attention 
only recently. Bibliographies are appended to the chapters. 
The type and printing are good, but the use of a coated paper 
is not justified by the few noncolored illustrations. The 
yolume is recommended for all medical libraries. 


The Scientific Paper: How to prepare it; how to write it. A 
handbook ad students and research workers in all branches of 
science. By Sam F. Trelease, Columbia University. 12°, 
cloth, 152 pp., with 8 illustrations, 7 tables. Baltimore: The 
Williams and Wilkins Company, 1947. $2.00. 

This is a new edition of the author’s Preparation of Scientific 
and Technical Papers published in 1936. The text has been 
thoroughly revised and largely rewritten. The manual is 
intended for students and research workers but should prove 
valuable to physicians who are called on to write papers for 
publication. It covers the whole field from outlining and 
writing the paper to proofreading. A good index concludes 
the volume. It is recommended for all medical libraries. 


Medical Hypnosis. Vol. 1. The Principles of Hypnotherapy. 
Vol. Il. The Practice of Hypnotherapy. 8°, cloth, Vol. 1, 449 
pp.; Vol. II, 513 pp. New York: Grune and Stratton, 1948. 
Vol. I, $5.50; Vol. II, $6.50. ; 

This comprehensive treatise covers the whole field of hypno- 
therapy. The second volume is devoted to discussions of 


hy ‘nosis in the removal of symptoms, in psychobiologic” 


therapy and in psychoanalytic therapy. The work is well 
published. The set is recommended for large medical libraries 
and to psychiatrists. 


The Skull, Sinuses and Mastoids: A handbook of roentgen 
diagnosis. By Barton R. Young, M.D., professor of radiology, 
Temple University Medical School. 8°, cloth, 328 pp., with 
I41 plates. Chicago: The Year Book Publishers, Incorpo- 
rated, 1948. $6.50. 

This volume is one of a series of handbooks on x-ray diag- 
nosis projected by the publishers. The text is divided into 
three parts: the skull, the nasal sinuses and the mastoids. 
The text comprises descriptions of various conditions, each 
of which is iliustrated with a radiographic plate. The type, 
printing and plate work are good. A bibliography and a good 
index conclude the volume. The seemingly large price is jus- 
tified by the large number of plates. This volume and its 
companions should be in all medical libraries and in the 
libraries of radiologists. 


The Diabetic’s Handbook: How to work with your doctor: Treat- 
ment by diet and insulin. By Anthony M. Sindoni, Jr., M.D., 
chief, Department of Metabolism, Philadelphia General and 
St. Joseph hospitals, chairman, Advisory Committee on Dia- 
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betes to director of Department of Public Health, Philadel- 
phia, and chief, diseases of metabolism, St. Francis Hospital, 
Wilmington, Delaware. With an introduction by Rufus S. 
Reeves, M.D., director, Department of Public Health, 
Philadelphia. With a foreword by Charles C. Wolferth, M.D., 
professor of medicine, School of Medicine, and administra- 
tor of the Robinette Foundation for Research in Cardio- 
vascular Disease, University of Pennsylvania, director for 
cardiology, Professional Services Division, Veterans Admin- 
istration, and consultant cardiologist to the Jewish Hospital. 
8°, cloth, 194 pp. New York: The Ronald Press Company, 
1948. $3.00. 

This manual for the diabetic patient is the joint work of 
seven physicians. The material is well written and well organ- 
ized. The section on foods, documented with a number of 
tables, comprises sixty-three pages. A good index concludes 
the volume. The book is well published and should prove 
useful to patients and their families. 


Intracranial Tumors. By Percival Bailey, M.D., professor 
of neurology and neurological surgery, University of Illinois. 
8°, cloth, 471 pp., with 155 illustrations and 16 plates. Second 
Om Springfield, Illinois: Charles C Thomas, 1948. 

This second edition of an authoritative treatise has been 
revised to include the recent advances in knowledge, and a 
brief atlas of roentgenographic photographs has been added 
as an appendix. A comprehensive bibliography concludes 
the text. There is a good index. The volume is well printed 
with good type on lightweight, nonglare paper. It is recom- 
mended for all medical libraries. 


NOTICES 
ANNOUNCEMENT 


Dr. Arthur L. Hanrahan announces the removal of his 
office from 45 Bay State Road to 270 Commonwealth 
Avenue, Boston, for the practice of surgery. 


GEORGE F. BAKER CLINIC 


The Committee on Diabetes, appointed by action of the 
Massachusetts Medical Society, has suggested that clinical 
exercises in diabetes be offered without charge in various 
hospitals for physicians. To this end the George F. Baker 
Clinic at the New England Deaconess Hospital offers exer- 
cises on Monday and Friday of each week. The schedules 
are as follows. 


Monday, 8:00-9:00 a.m., Second Floor, New England 
Deaconess Hospital. Case Presentations in Diabetes 
and Surgery of the Extremities. 


Friday, 8:00-8:15 a.m., Second Floor, New England 
Deaconess Hospital. X-Ray Pathology in Diabetes. 
8:15-9:00 a.m. Classroom, George F. Baker Building. 
Case Problems in Treatment of Diabetes and Com- 
plications: Pregnancies, acidosis, insulin resistance and 
so forth. 
9:00-10:30 a.m. Medical Rounds for Visiting Physicians. 
9:00-10:30 a.m. Instruction in Diet and Urine Testing 
(for Office Nurses, Technicians or Secretaries Sent by 
Physicians). 

_ 10:30-11:15 a.m. Class Teaching in Diabetes (Physicians, 


Office Assistants and Nurses are welcome). 


SOUTH END MEDICAL CLUB 


A regular meeting of the South End Medical Club will 
be held at the headquarters of the Boston Tuberculosis Asso- 
ciation, 554 Columbus Avenue, Boston, on Tuesday, January 
18, at 12 noon. Dr. Lawrence C. Kingsland, Jr., will speak 
on the subject “Respiratory Infections in Children.” The 
lecture will be illustrated with lantern slides. All physicians 
are cordially invited. Luncheon will be served after the lec- 
ture, at a cost of 60 cents. Reservations should be made for 
the luncheon, 
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MT. AUBURN HOSPITAL 


The following public-health lectures will be held at Mar- 
garet Jewett Hall, Mt. Auburn Hospital, 330 Mt. Auburn 
Street, Cambridge, Massachusetts, on Wednesday evenings 
at 8 o’clock: 

January 19. X-Ray in Modern Medicine. Richard 

Schatzki, M.D. 

February 2. The Cancer Problem. Edward A. Cooney, 
February 16. The Heart and High Blood Pressure. 

Dudley Merrill, M.D. 

March 2. Tuberculosis. Lowrey F. Davenport, M.D. 
March 16. Surgical Emergencies. Stanley J. G. Nowak, 
M.D. 


These lectures are open to the public. 


NATIONAL CONFERENCE ON MEDICAL SERVICE 


The National Conference on Medical Service will be held 


at the Palmer House, Chicago, on February 6. The prelim- 
inary program is as follows: 


9:00 a.m. Registration; Foyer of Red Lacquer Room 
Fourth Floor Palmer House. 


9:30 a.m. Call to order: 


Appointment of Committees. 
Address of the President.—FE. F. Sladek, M.D., 
Traverse City, Michigan. 


9:45 a.m. Legalized Medical Research. 
Medical Problems. — Chris J. D. Zarafonetis, M.D., 
University of Michigan. 
Legal Problems. — George Wakerlin, M.D., University 
of Illinois. 

10:25 a.m. Title to be announced. — James R. McVay, 
M.D., Kansas City, Missouri; Chairman, Council on 
Medical Service, A.M.A. 


10:50 a.m. Progress of the World Health Organization. — 
Frank Calderone, M.D., Director, American Office, 
World Health Organization. 

11:05 a.m. Progress of the World Medical Association. — 
Creighton Barker, M.D., Executive Secretary, Connect- 
icut State Medical Association. 

11:20 a.m. Medical Program of the United Mine Workers 
of America Welfare and Retirement Fund. — Warren F. 
Draper, M.D., Executive Medical Director. 

11:40 a.m. Discussion Period. 

12:15 p.m. Subscription Luncheon. 


1:00 p.m. The A.M.A. puts on its Fighting Togs. Speaker 
to be announced. 

2:00 p.m. What’s Happening in Washington This Week. — 
James D. Boyle, United Public Health League. 

2:30 p.m. Discussion. To be opened by Joseph S. Law- 
rence, M.D., Director of the Washington Office, A.M.A. 

2:40 p.m. Panel Discussion on Postgraduate Education 
of the Doctor. — 
(a) Responsibility of Medical Schools in Continued Post- 
graduate Education of the Doctor.— George N. 
Aagaard, Director of Postgraduate Medical Education 
Program, University of Minnesota. 
(b) Function of the State Medical Society in Postgrad- 
uate Work. —C. W. Smith, M.D., Harrisburg, Penn- 
sylvania. 
(c) Survey Findings on Specialization in Colorado. — 


Harold I. Goldman, M.D., Denver, Colorado. 

3:40 p.m. Discussion Period. 

4:00 p.m. Can Corporations Such as Hospitals Legally 
Engage in the Practice of Medicine? — Wilbur Bailey, 
M.D., Los Angeles, California. 

4:30 p.m. Report of Committees and Election of Officers. 

5:00 p.m. Adjournment. 

(Note: All papers will begin exactly as scheduled. No 
speaker will be allowed to speak overtime.) 

All physicians are invited. 


Jan. 13, 1949 


THE AMERICAN CANCER SOCIETY FELLOW 


IN EXFOLIATIVE CYTOLOGY SHIPS 


At the symposium on exfoliative cytologic dia 
nics of the American Cancer Society, held in Bogs 
1948, the opinion was expressed that facilities were 
needed to train qualified pathologists and clinici urgentl 
hologist icians in teach. 
ing positions at approved institutions Providing reside 
training in pathology as well as facilities for the trainj " 
technicians. ing of 

At the same time delegates recommended that the A 
ican Cancer Society proceed to engage actively t 
and support of institutions and laboratories in settin 
such training programs where the best training facilitie 
appeared to be available. Thus inquiries were sent to fond 
teen laboratories over the country and, on the basis of thei 
interest and moniés available, grants will be made for fellow. 
ship training in ten laboratories to support 23 fellows. ; 

The purpose of these fellowships is to provide training j 
diagnostic technics in exfoliative cytology for qualified patel 
ogists. It is anticipated that trainees will not assume the role 
of teachers until sufficient personal experience and compe. 
tence have been acquired. 

Fellowships shall be awarded by institutions or labora 
tories designated by the Society to applicants on the basis 
of their past training and their intention to teach in their 
own laboratories diagnostic technics in exfoliative cytology 
to interested pathologists, clinicians and technicians. 

Applicants for fellowships in exfoliative cytology of the 
American Cancer Society shall be graduates of Class A medi- 
cab schools of the United States and its territories and 
of Canada, and be citizens of the United States not over fifty 
years of age on the next birthday following commencement 
of fellowship tenure. They shall have completed two years of 
postgraduate training in pathology and shall conform in other 
respects to requirements of the institution to which they 
apply. 

Each fellowship shall be awarded for a period of four 
months. Fellowship training shall begin on November 1], 
1948 or as soon as possible therafter. Such fellowships are 
not subject to renewal. 

Stipends will be paid in two sums: the first, a grant to the 
laboratory for tuition, overhead, and other expenses as out- 
lined to the Society; the second, to the trainee partially to 
cover his board, room and incidentals for the period of train- 
ing. The latter sum shall amount to $140 and shall be paid 
directly to the recipient monthly in advance to avoid payment 
of income tax for services rendered to the hospital. 

Individual applicants for fellowships in exfoliative cytology 
shall apply directly to institutions where fellowships are avail- 
able. In no instance shall application be made directly to the 
American Cancer Society. 


SNostic tech. 
ton in April, 


he interest 


The following fellowships are available. 


LABORATORY DIRECTOR 


BER 


Cornell University Medi- 6 George N. Papanicolaou, M.D. 
cal College, New York 
City 

Jefferson Hospital, Phila- 6 Lewis C. Scheffey, M.D. 
delphia 

University of Oregon 
Medical School, Port- 
land, Oregon 

University of California 2 Herbert F. Traut, M.D. 
Hospital, San Fran- 
cisco 

Michael Reese Hospital, 2 Otto Saphir, M.D. 
Chicago 

Hartford Hospital, Hart- 2 Ralph E. Kendall, M.D. 
ford, Connecticut 

New York Post-Grad- 1 Locke L. Mackenzie, M.D. 
uate Hospital, New 
York City 

Free Hospital for Women, 1 Arthur T. Hertig, M.D. 
Brookline, Massachu- 
setts 

Mayo Clinic, Rochester, 1 John R. McDonald, M.D. 


Minnesota 


Warren C. Hunter, M.D. 


(Notices concluded on page xi) 
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